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AUTHOR'S  PREFACE. 


It  has  not  been  my  intention  to  enlarge  the  present  volume 
beyond  the  scope  of  a  text-book ;  all  disconnected  facts  and 
mere  descriptive  matter  have  therefore  been  omitted.  In 
original  research,  every  fact,  however  isolated  it  may  at  first 
seem,  may  prove  of  inestimable  value  as  a  starting-point 
for  fresh  ideas  and  inquiries.    For  this  reason,  an  exhaustive 
account  of  aU  facts  is  both  valuable  and  necessary  in  a 
hand-book.    But  a  text-book  should  merely  seek  to  initiate 
and  interest  the  student,  and  to  acquaint  him  with  the 
principal  achievements  of  investigation  in  biological  sequence. 
A  mass  of  statements  and  details  would  weary  and  disgust 
the  beginner,  and  might  deter  him  from  pursuing  the  subject 
altogether.    But  if  interest  once  be  awakened  by  a  sug- 
gestive though  inadequate  treatment  of  the  subject,  the  defi- 
ciencies may  readily  be  supplied  by  recourse  to  the  hand- 
books, or,  better  still,  by  a  careful  perusal  of  the  original 
works. 

Descriptions  of  analytic  methods  have  also  for  the  most 
part  been  avoided,  as  they  would  have  interrupted  the  main 
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narrative,  and  as  we  already  possess  numerous  standard 
works  on  chemical  analysis  in  physiology  and  pathology, 
such  as  those  by  Hoppe-Seyler,  Leube  and  Salkowski, 
Neubauer  and  Vogel.  With  the  aid  of  such  teachers  as 
these,  analysis  should  be  learnt  and  practised  in  the 
laboratory. 

On  the  other  hand,  I  have  endeavoured  to  introduce 
everything  that  is  at  present  ripe  for  a  connected  account. 
Especial  care  has  been  bestowed  on  the  references.  The 
original  memoirs  quoted  have  been  so  chosen  that,  with 
them  as  a  basis,  the  reader  who  is  desirous  of  pursuing  the 
study  of  physiological  chemistry,  will  readily  be  able  to 
find  his  way  through  its  remaining  literature,  and  will  also 
have  his  attention  drawn  to  those  works  which  were  beyond 
the  scope  of  my  subject. 

If  my  lectures  succeed  in  inducing  the  study  of  the 
original  sources,  my  aim  will  have  been  attained.  Of  what 
use  would  it  be  to  the  medical  student  to  learn  up  an 
exhaustive  treatise  on  physiology?  In  a  few  years  he 
would  be  no  wiser  than  before.  In  science,  it  is  imperative 
that  all  academic  teaching  should  be  so  dii-ected  as  to 
render  the  student  capable  of  following  its  progress.  For 
this,  a  thorough  knowledge  of  the  exact  sciences,  physics, 
and  chemistry,  is  requisite ;  he  will  then  be  in  a  position 
to.  read  physiological  works,  which  he  should  be  led  to 
weigh  and  discuss  critically.  No  one  will  ever  regret  time 
and  trouble  spent  in  this  way.  Later  in  life,  he  wHl  find 
that  he  can  always  increase  his  knowledge,  and  that  all 


PREFACE.  1^ 

medical  work  will  be  the  easier  for  it.  An  intimate  acquaint- 
ance with  the  exact  natural  sciences  would  shorten  and 
simplify  medical  study. 

The  object  I  have  kept  in  view  throughout  these  lectures 
has  been  to  enable  the  beginner  to  refer  at  once  to  the 
most  valuable  passages  in  the  original  works,  whenever  his 
interest  has  been  excited  in  any  question  of  physiological 
chemistry. 

G.  BUNGE. 

Bale, 

July,  1889. 
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LECTUEE  I. 


INTEODUCTION — VITALISM  AND  MECHANISM. 

By  way  of  introduction,  I  may  be  allowed  to  lay  before  my 
readers  the  views  I  hold  on  the  aims  and  prospects  of  modern 
physiological  research.  We  read  in  numberless  physiological 
papers,  and  in  the  introduction  to  almost  every  text-book  of 
physiology,  that  the  object  of  physiological  inquiry  is  to 
explain  the  phenomena  of  life  by  physical  and  chemical,  and 
therefore  ultimately  by  mechanical  laws.  A  physiologist  of 
the  present  day  would  be  regarded  as  lacking  both  in  intelli- 
gence and  industry,  were  he  to  take  refuge,  as  at  one  time  the 
"  vitalists  "  did,  in  the  assumption  of  a  special  "vital  force  " 
as  a  means  of  explaining  biological  problems.  I  can  only 
accept  this  view  in  a  modified  form,  and  with  the  understand- 
ing that  no  explanation  is  ofifered  by  a  mere  term.  I  regard 
"  vital  force  "  as  a  convenient  resting-place  where,  to  quote 
Kant,  "  reason  can  repose  on  the  pillow  of  obscure  qualities." 

But  I  cannot  assent  to  the  doctrine  which  some  opponents 
of  vitahsm  maintain,  and  which  would  have  us  believe  that 
in  Hving  beings  there  are  no  other  factors  at  work  than  simply 
the  forces  alnd  matter  of  inorganic  nature.  We  certainly 
cannot  recognize  more  than  these  forces,  owing  to  the  limita- 
tion of  our  powers,  since  in  the  observation  of  both  organic 
and  inorganic  nature  we  always  make  use  of  the  same 
organs  of  sense,  which  react  only  to  certain  forms  of  motion. 
A  form  of  motion  transmitted  to  the  brain  by  the  fibres  of 
the  optic  nerves  arouses  in  us  the  consciousness  of  light  and 
colour;  the  consciousness  of  sound  is  due  to  another,  form 
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of  motion  transmitted  by  the  auditory  nerve ;  all  our  sensa- 
tions of  taste  and  smell,  of  temperature  and  touch,  are  due 
to  forms  of  motion.  At  least  this  is  what  physics  teaches 
us;  these  appear  to  be  at  present  the  most  fruitful  hypo- 
theses. It  would  indeed  be  a  lack  of  intelligence  to  expect, 
with  the  same  senses,  to  make  discoveries  in  livuag  nature  of 
a  different  order  to  those  revealed  to  us  in  inorganic  nature. 

But  for  the  study  of  organic  nature  we  possess  one  addi- 
tional sense,  our  "internal  sense;"  the  power  of  studying 
and  observing  the  conditions  and  processes  of  our  own 
consciousness.    To  hold  that  this  also  is  a  variety  of  motion, 
is,  in  my  opinion,  an  untenable  doctrine.    The  simple  fact 
that  many  conditions  of  consciousness  have  no  relation  to 
space  is  opposed  to  such  a  view.    Only  what  consciousness 
has   acquired  by  certain  senses,   sight,  touch,  muscular 
sense,*  is  related  to  space.    All  other  sensations,  emotions, 
passions,  and  an  unHmited  number  of  ideas  have  no  relation 
to  space,  but  only  to  time.    We  cannot  here,  then,  speak  of 
a  mechanism.    It  might  be  suggested  that  this  is  only  an 
apparent  difference— that  in  reality  these  also  have  dimen- 
sional properties.    But  such  an  opinion  cannot  be  sustained. 
We  suppose  that  objects  which  we  perceive  with  our  senses 
have  dimensional  properties  simply  on  the  ground  that,  so 
far  as  we  can  observe  them  by  means  of  our  senses,  touch 
and  sight,  they  seem  to  possess  them.    But,  for  the  whole 
world  of  our  internal  sense,  we  have  not  even  this  apparent 
reason,  so  that  we  cannot  admit  that  there  is  any  ground 
for  such  a  supposition. 

*  The  ideas  of  space,  which  are  connected  with  the  sensations  of  sight  and 
touch,  may  he  brought  about  by  the  complex  muscular  apparatus,  which  plays 
a  part  in  all  tlie  functions  of  the  organs  of  sight  and  touch.  This  is  also  true 
of  the  so-called  "common  sensations."  The  ideas  of  space  may  bo  due  to  the 
sensory  fibres  of  the  muscular  nerves  only.  This  view  was  first  upheld  by 
Steinbuch  ("  Beitrage  zur  Pliysiologie  der  Sinne : "  NUmborg,  1811),  and  contested 
bv  Job  Muller  ("  Zur  vergleichenden  Physiologie  des  Gcsichtssinnes,  p.  ol : 
LeinziK  1826),  but,  I  consider,  on  unsatisfactory  grounds.  Job.  Jliiller  was  a 
supporter  of  Kant's  doctrine  of  space,  which  likewise  appears  to  me  untenable. 
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Therefore  the  deepest  insight  we  can  gain  into  the  most 
essential  part  of  our  nature  shows  us  something  quite 
different,  shows  us  things  which  are  without  dimensions,  and 
processes  which  can  have  nothing  to  do  with  mechanism. 

The  opponents  of  vitalism,  those  who  support  the  me- 
chanical explanation  of  life,  usually  seek  to  justify  their  views 
by  saying  that  the  further  physiology  advances,  the  more 
does  it  become  possible  to  explain,  on  physical  and  chemical 
grounds,  phenomena  which  have  hitherto  been  regarded  as 
associated  with  a  special  vital  force ;  that  it  is  only  a  question 
of  time ;  that  it  will  finally  be  shown  that  the  whole  process 
of  life  is  only  a  more  complicated  form  of  motion  regulated 
solely  by  the  laws  which  govern  inorganic  nature.  ■ 

But  to  me  the  history  of  physiology  teaches  the  exact 
opposite.  I  think  the  more  thoroughly  and  conscientiously 
we  endeavour  to  study  biological  problems,  the  more  are  we 
convinced  that  even  those  processes  which  we  have  already 
regarded  as  explicable  by  chemical  and  physical  laws,  are 
in  reality  infinitely  more  complex,  and  at  present  defy  any 
attempt  at  a  mechanical  explanation. 

Thus  we  have  been  satisfied  to  account  for  the  absorption 
of  food  from  the  alimentary  canal  by  the  laws  of  diffusion 
and  osmosis.  But  we  now  know  that,  as  regards  osmosis, 
the  wall  of  the  intestine  does  not  behave  like  a  dead  mem- 
brane. We  know  that  the  intestinal  wall  is  covered  with 
epithelium,  and  that  every  epithelial  cell  is  in  itself  an 
organism,  a  living  being  with  the  most  complex  functions ; 
we  know  that  it  takes  up  food  by  the  active  contraction 
of  its  protoplasm  in  the  same  way  as  observed  in  inde- 
pendent naked  animal  cells,  such  as  amcebee  and  rhizopods. 
Observations  on  the  intestinal  epithelium  of  cold-blooded 
animals  have  made  it  obvious  that  the  cells  grasp  the 
particles  of  fat  contained  in  the  food  by  means  of  proto- 
plasmic processes  which  they  send  out ;  that  they  incorporate 
the  fat-globules  with  the  protoplasm  of  the  cell,  which  finally 
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passes  them  on  to  the  commencement  of  the  chyle-vessels.* 
As  long  as  this  active  intervention  of  cells  was  unknown, 
it  was  impossible  to  understand  the  remarkable  fact  that, 
although  the  minute  drops  of  fat  were  able  to  pass  through 
the  intestinal  wall,  yet  finely  divided  pigments,  intentionally 
introduced  into  the  intestine,  remained  quite  unabsorbed. 
At  the  present  time  we  know  that  all  unicellular  organisms 
possess  the  power  of  selecting  their  food,  of  taking  up  the 
useful  and  rejecting  the  useless  substances.  In  this  con- 
nection, I  may  relate  an  interesting  observation  made  by 
Cienkowski  t  on  an  amoeba,  called  the  Vampyrella.  ^ 

The  Vavipyrella  Spirogyrce  is  a  minute  red-tinged  cell 
devoid  of  any  special  limiting  membrane,  and  apparently 
quite  structureless.  Cienkowski  could  find  no  nucleus  in  the 
cell,  and  the  small  granules  observed  in  the  protoplasm  were 
probably  only  residues  of  nutrient  matter.  This  mmute 
mass  of  protoplasm  will  take  but  one  form  of  food,  a  particular 
variety  of  alg^,  the  Spirogyra.  It  can  be  observed  to  send 
out  pseudopodia  and  to  creep  along  the  confervas  until  it 
meets  with  a  Spirogyra  ;  then  it  afdxes  itself  to  the  ceUulose 
coat  enclosing  one  of  the  cells  of  the  latter,  dissolves  the  coat 
at  the  point  of  contact,  sucks  in  the  contents  of  the  cell,  and 
travels  to  the  next  to  repeat  the  proceeding.  Cienkowski 
never  saw  the  Vampyrella  attack  any  other  class  of  algEe,  or 
even  take  up  any  other  substance ;  vaucheri^,  oedogoniEe, 
purposely  placed  before  it,  were  always  rejected. 

Another  monad,  the  Colpodella  pugnax,  was  observed  by 
Cienkowski  to  feed  exclusively  on  Chlamydomonas  :  "  it  punc- 
tures, as  it  were,  the  latter,  absorbs  the  escaping  chlorophyll, 

*  n  Wiederslieim  has  given  an  account  of  the  older  literature  together  with 
Anatoinie,  vol.  i-  P-  203  :  18G5. 
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and  departs."  "The  behaviour  of  these  monads,"  says 
Cienkowski,  "  in  their  search  after  food  and  their  method  of 
absorbing  it,  is  so  remarkable,  that  one  can  hardly  avoid 
the  conclusion  that  the  acts  are  those  of  conscious  beings." 

If  this  power  of  selecting  food  is  possessed  by  the  struc- 
tureless mass  of  protoplasm,  why  should  it  not  also  be  a 
function  of  the  epithelium  of  our  intestine?  Just  as  the 
Vampyrella  picks  out  the  Spirogyra  from  amongst  all  other 
algee,  so  do  the  epithelial  cells  of  our  intestine  select  the 
fat-drops  and  reject  the  pigment-granules.  We  know  that 
the  epithelium  of  the  intestine  prevents  the  absorption  of  a 
whole  series  of  poisons,  in  spite  of  the  fact  that  the  latter 
are  easily  soluble  in  the  gastric  and  intestinal  juices.  Indeed, 
we  know  that  these  poisons,  when  injected  into  the  blood, 
are  excreted  by  the  intestine. 

It  was  likewise  once  thought  that  the  activity  of  glands 
and  the  processes  of  secretion  were  in  the  main  explicable  by 
osmosis.  But  we  now  know  that  here  too  the  epithelial  cells 
play  an  active  part.  Here  again  we  find  the  same  mysterious 
power  of  selection,  of  picking  out  certain  constituents  of  the 
blood,  of  altering  them  by  processes  of  synthesis  and  decom- 
position, of  sending  some  into  the  ducts  of  the  glands,  and 
others  back  into  the  lymph  and  blood.  The  epithelial  cells 
of  the  lacteal  gland  collect  all  the  inorganic  salts  from  the 
blood — which  has  a  totally  different  constitution — in  the 
exact  proportion  required  by  the  infant,  that  its  growth  and 
development  may  assimilate  it  to  its  parents.  These  phe- 
nomena cannot  at  present  be  explained  by  the  laws  of 
diffusion  and  osmosis. 

All  the  cells  of  our  tissues  possess  the  same  wonderful 
powers  as  the  leucocytes  and  epithelial  cells  of  the  alimentary 
canal,  and  of  glands.  Consider  the  mode  of  development  of 
our  organism:  all  tissue-elements  are  produced  from  a 
single  ovum,  and  in  proportion  as  the  cells  increase  by 
segmentation,  they  become  differentiated  on  the  principle  of 
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the  division  of  labour ;  every  cell  acquires  the  faculty  of 
rejecting  some  substances,  of  attracting  others  and  storing 
them  up,  thereby  attaining  the  composition  necessary  for  the 
due  fulfilment  of  the  functions  it  has  to  perform.  But  it  is 
hopeless  to  offer  a  chemical  explanation  of  this  process. 

Just  as  little  has  it  been  possible,  in  other  branches  of 
physiology  besides  that  of  nutrition,  to  refer  any  single 
vital  process  to  the  laws  of  chemistry  ahd  physics. 

We  have  sought  to  explain  the  functions  of  nerve  and 
muscle  by  the  laws  of  electricity,  and  must  now  admit  that 
electrical  processes  have  been  demonstrated  with  certainty 
to  occur  in  the  living  organism  only  in  a  few  fishes ;  or  even 
if  we  grant  that  electrical  currents  have  been  decisively 
proved  to  exist  in  muscles  and  nerves,  we  are  bound  to 
confess  that  the  explanation  of  the  functions  of  nerve  and 
muscle  is  but  slightly  advanced  thereby. 

It  may  be  suggested  that  the  physiology  of  the  special 
senses  offers  a  field  for  precise  physical  explanations.  It 
is  true  that  the  eye  is  a  physical  apparatus,  an  optical 
apparatus,  a  camera  obscura.  The  image  on  the  retina  is 
formed  by  the  same  unchanging  laws  of  refraction  as  the 
image  on  the  sensitive  plate  of  a  photographer.  But  it  is  not 
a  vital  process.  The  eye  is  absolutely  passive  in  the  matter. 
The  image  on  the  retina  is  formed  in  an  eye  separated  from 
the  body  and  dead.  The  development  of  the  eye  is  a  vital 
process.  How  is  this  complex  optical  apparatus  formed? 
Why  do  the  cells  arrange  themselves  so  as  to  form  this 
wonderful  structure?  This  is  the  great  problem  towards 
the  solution  of  which  nothing  has  yet  been  done.  The 
succession  of  events  in  development  may  indeed  be  observed 
and  described,  but  of  the  wherefore,  the  causal  connection, 
we  know  absolutely  nothing.  The  process  of  accommodation 
is  a  vital  process.  Here  again  we  have  to  deal  with  the  old 
unsolved  question  of  muscle  and  nerve.  The  same  is  true 
of  the  other  organs  of  sense.    We  can  explain  physically 


INTKODUCTION — VITALISM  AND  MECHANISM.  7 

nothing  but  those  processes  in  which  the  organ  is  quite 
passively  set  in  vibration  by  external  impulses. 

The  same  is  true  of  all  other  branches  of  physiology.  "We 
have  endeavoured  to  explain  the  phenomena  of  the  circulation 
of  the  blood  on  a  physical  basis.  The  blood  is  certainly 
subject  to  the  laws  of  hydrostatics  and  hydrodynamics,  but 
it  is  perfectly  passive  as  regards  circulation.  No  one  has 
hitherto  been  able  to  explain  the  active  functions  of  the  heart 
and  muscular  wall  by  a  reference  to  physical  laws. 

I  maintain  that  all  the  processes  of  our  organism  capable 
of  explanation  on  mechanical  principles  are  as  little  to  be 
regarded  as  vital  phenomena  as  the  rustling  of  leaves  on  a 
tree,  or  as  the  movement  of  the  pollen  when  blown  from 
stamen  to  pistil.  Here  we  have  a  form  of  motion  essential 
to  the  phenomenon  of  life,  and  yet  no  one  would  consider  it  a 
vital  act,  simply  because  the  pollen  is  quite  passive  under  it. 
It  does  not  in  the  least  alter  the  main  point  at  issue,  whether 
the  source  of  motion  is  formed  by  the  kinetic  energy  of  the 
wind,  or  by  the  sunlight  which  induces  the  wind,  or  by  the 
latent  chemical  energy  into  which  the  sunlight  has  been 
converted. 

The  mystery  of  life  lies  hidden — in  activity.*  But  the  idea 
of  action  has  come  to  us,  not  as  the  result  of  sensory  percep- 
tions, but  from  self- observation,  from  the  observation  of  the 
will,  as  it  occurs  in  our  consciousness,  and  as  it  manifests 
itself  to  our  internal  sense.  When  our  external  senses  meet 
with  this  same  activity,  we  cannot  recognize  it.  We  see  its 
results  and  accompaniments,  the  various  forms  of  motion, 
but  the  thing  itself  we  do  not  see.  We  have  no  organ  for  its 
perception;  we  can  only  hypothetically  accept  its  existence, 
which  we  do  when  we  speak  of  "  active  movement."  Every 
physiologist  does  so,  nor  can  he  manage  without  such  a 

*  Activity  and  life  are  perliaps  two  words  for  the  same  idea,  or  rather  two 
words  to  which  no  definite  idea  is  attaclied.  And  yet  these  vague  terms  arc  all 
that  we  have  at  our  command.  Here  wo  approach  the  most  difficult  problems, 
which  have  foiled  all  attempts  at  solution. 
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conception.  This  is  the  first  attempt  towards  a  psychological 
explanation  of  all  vital  phenomena.  We  transfer  to  the 
objects  of  our  sensory  perception,  to  the  organs,  to  the  tissue- 
elements,  and  to  every  minute  cell,  something  which  we  have 
acquired  from  our  own  consciousness. 

If,  as  it  thus  appears,  it  is  impossible  to  explain  vital 
phenomena  by  the  help  of  physics  and  chemistry  alone,  we 
must  inquire  what  the  other  auxiliaries  to  the  science  of 
physiology — the  morphological  sciences,  anatomy  and  his- 
tology— can  do  for  us. 

I  hold  that  there  is  at  present  but  little  likelihood  of 
attaining  our  aim  by  their  means.  For  when  we  have,  with 
the  aid  of  scalpel  and  microscope,  carried  our  anatomical 
analysis  to  its  utmost  limit,  to  the  simple  cell,  we  still  have 
the  great  problem  to  face.  The  most  simple  cell— a  formless, 
structureless,  minute  mass  of  protoplasm — exhibits  all  the 
essential  processes  of  life,  as  nutrition,  growth,  reproduction, 
movement,  reaction  to  stimulation ;  it  even  displays  functions 
which  act  at  least  as  a  substitute  for  the  psychical  powers  of 
higher  organisms.  You  will  remember  that  it  is  so  in  the 
case  of  the  Vampyrella,  and  I  should  like  to  call  your 
attention  to  the  still  more  remarkable  observations  which 
Engelmann  has  made  on  the  Arcellse.* 

The  Arcellse  are  also  unicellular  organisms,  but  they  are 
more  complex  than  the  Vampyrella,  because  they  have  a 
nucleus  and  a  shell.  This  shell  has  a  convex-concave  form. 
In  the  middle  of  the  concave  side  of  the  shell  is  an  opening 
from  which  the  pseudopodia  project,  appearing  as  clear  pro- 
tuberances at  the  edge  of  the  shell.  If  a  drop  of  water 
containing  arcellfe  be  placed  under  the  microscope,  it  often 
occurs  that  one  of  them  falls  on  its  back,  as  it  were,  i.e.  with 
the  convex  side  downwards  on  the  slide,  so  that  the  pseudo- 

*  Th.  M.  Engelmann,  "  Beitrage  zur  Pliysiologie  des  Protoplasma,"  Pfliiger's 
Arch.,  vol.  xi.  p.  307:  1869.  Compare  also  Pfliigcr's  Arch.,  vol.  xxv.  p.  228; 
vol.  xxvi.  p.  544 ;  and  vol.  xxx.  pp.  96,  97. 
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podia  which  appear  at  the  edge  of  the  shell  cannot  reach  any 
support.  It  is  then  observed  that,  near  the  edge  on  one  side, 
minute  bubbles  of  gas  make  their  appearance  in  the  proto- 
plasm ;  this  side  consequently  becomes  lighter  and  floats  up, 
so  that  the  animal  now  rests  upon  the  opposite  sharp  edge. 
It  is  now  able,  by  means  of  its  pseudopodia,  to  grasp  the 
sHde  and  thus  completely  to  turn  over,  so  that  all  the  pseudo- 
podia are  downwards.  The  gas-bubbles  now  disappear,  and 
the  animal  crawls  away.  If  a  little  water  containing  arcellse 
be  dropped  on  the  under  side  of  a  cover-glass,  and  the  latter 
be  placed  on  a  smaU  gas-chamber,  it  is  observed  that  the 
animalcules  at  first  sink  to  the  bottom  of  the  drops.  If  they 
find  nothing  to  lay  hold  of,  large  bubbles  of  gas  are  developed 
in  the  protoplasm,  and  as  they  are  thus  rendered  specifically 
lighter  than  the  water,  they  rise  in  the  drops.  If  they  reach 
the  surface  of  the  glass  in  such  a  position  that  they  cannot 
attach  themselves  to  it  by  their  pseudopodia,  the  gas-bubbles 
are  diminished  on  one  side  or  increased  on  the  other  (some- 
times simultaneously  on  both),  until  a  tilting  takes  place  and 
the  edge  of  the  shell  comes  in  contact  with  the  glass,  and  they 
are  thus  enabled  to  turn  over.  When  once  this  is  accom- 
plished, the  bubbles  again  disappear,  and  the  animal  can  now 
crawl  freely  about  the  glass.  If  the  arcellffi  are  carefully 
detached  by  means  of  a  needle,  they  at  first  fall  to  the  bottom, 
and  then  go  through  the  same  proceedings  anew.  Whatever 
attempt  may  be  made  to  put  them  into  an  inconvenient 
position,  they  are  always  able,  by  the  development  of  gas- 
bubbles  of  appropriate  size  and  at  the  proper  spot,  to  right 
themselves,  so  that  they  acquire  a  position  favourable  to 
locomotion;  and  the  attainment  of  this  object  is  always 
followed  by  the  disappearance  of  the  bubbles.  "  It  cannot  be 
denied,"  says  Engelmann,  "that  these  facts  point  to  psychical 
processes  in  the  protoplasm." 

Whether  this  view  of  Engelmann's  is  justified  or  not,  I  do 
not  venture  to  decide.    I  will  even  unreservedly  admit  that 
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these  remarkable  phenomena  may  find  a  mechanical  expla- 
nation. I  have  brought  these  facts  to  your  notice  merely  in 
order  to  show  you  what  complex  manifestations  of  life  we 
meet  with,  in  cases  where  microscopical  investigation  has 
akeady  reached  its  limit,  and  how  little  it  has  at  present 
been  possible  to  explain  any  single  vital  process  on  purely 
mechanical  grounds.  For  the  cells  of  which  our  body  is 
composed,  exhibit  processes  which  are  at  least  as  complicated 
as  those  of  the  simple  organisms.  Every  one  of  the  innu- 
merable microscopical  cells  of  which  our  body  is  made  up  is 
a  microcosm,  a  world  in  itself. 

It  is  a  well-known  fact  that  through  one  single  sperma- 
tozoon, through  this  minute  cell,  five  hundred  million  of  which 
would  hardly  occupy  one  cubic  millimeter,  all  the  physical 
and  intellectual  peculiarities  may  be  transmitted  from  father 
to  son,  or,  even  skipping  the  son,  may  again,  by  the  agency 
of  one  single  minute  cell,  reappear  in  the  grandson.  If  this 
is  really  a  mechanical  process,  how  wonderful  must  be  the 
molecular  structure,  how  complicated  the  interchange  of 
forces,  how  intricate  the  forms  of  motion,  in  this  small  cell 
which  shall  direct  all  subsequent  forms  of  motion,  and  the 
mode  of  development  for  generations !  And  how  shall  this 
minute  structure  transmit  mental  qualities?  Here  we  are 
utterly  abandoned  by  physics,  chemistry,  and  anatomy. 

Many  centuries  may  pass  over  the  human  race,  many  a 
thinker's  brow  be  furrowed,  and  many  a  giant  worker  be 
worn  out,  ere  even  the  first  step  be  taken  towards  the 
solution  of  this  problem.  And  yet  it  is  quite  conceivable  that 
a  sudden  flash  of  light  may  illumine  the  darkness.  You 
would  misunderstand  me,  were  you  to  take  my  exposition 
as  a  confession  that  I  imagine,  that  science  has  impassable 
boundaries.  Science  will  continue  to  ask  and  to  answer 
ever  bolder  questions.  Nothing  can  stop  its  victorious 
career,  not  even  the  limitations  of  our  intellect.  This  too  is 
capable  of  being  made  more  perfect.    There  is  no  rational 
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ground  for  thinking  that  the  continuous  progression,  develop- 
ment, and  ennoblement  of  type  which  has  been  going  on 
for  centuries  on  this  planet,  should  come  to  an  end  with 
us.  There  was  a  time  when  the  only  living  creatures 
were  the  infusoria  floating  in  the  primeval  sea,  and  the  time 
may  come  when  a  race  may  dominate  the  globe  as  supe- 
rior to  ourselves  in  intellectual  faculties  as  we  are  to  the 
infusoria. 

We  must,  therefore,  unreservedly  admit  that  the  stupendous 
difficulties  which  at  present  beset  physiological  investigations 
may  finally  be  overcome.  •  But  for  the  moment  it  is  not 
apparent  how  any  further  progress  of  importance  can  be 
made  with  the  help  of  chemistry,  physics,  and  anatomy  only. 
The  smallest  cell  exhibits  all  the  mysteries  of  life,  and  our 
present  methods  of  its  investigation  have  reached  their  limit. 

But  we  may  improve  our  methods,  we  may  acquire 
microscopes  of  still  higher  power  than  those  we  now  possess. 
The  cell  which  at  present  appears  to  be  without  structure, 
may  show  a  nucleus  when  treated  with  some  new  stain. 
And  the  nucleus  itself  displays  a  structure  so  complex  that 
it  will  soon  require  the  entire  attention  of  numerous  observers 
for  its  adequate  investigation  and  description.  But  unfor- 
tunately a  complex  structure  is  no  explanation ;  it  only  offers 
a  new  problem  as  to  its  mode  of  origin.  And,  moreover,  ho'w 
little  does  our  knowledge  of  this  structure  help  us  to  under- 
stand even  the  simple  processes  observable  in  the  Vampyrella 
and  the  Arcella ! 

For  all  this,  physiological  inquiry  must  commence  with 
the  study  of  the  most  complicated  organism,  that  of  man. 
Apart  from  the  requirements  of  practical  medicine,  this  is 
justified  by  the  following  reason,  which  leads  us  back  to  the 
starting-point  of  our  remarks :  that  in  researches  upon  the 
human  organism  we  are  not  limited  to  our  physical  senses, 
but  also  possess  the  advantage  afforded  by  the  "internal 
sense,"  or  self-observation. 
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To  the  clear  recognition  of  the  value  of  this  method, 
which  enables  us  to  attack  the  problem  from  two  sides,  is 
due  Johannes  Miiller's  great  discovery  of  the  law  of  the 
"  specific  energy  of  the  senses,"  which  is  without  doubt  the 
greatest  achievement  both  of  physiology  and  psychology,  and 
the  exact  basis  of  all  idealistic  philosophy.  I  mean  the 
simple  law,  that  the  same  stimulus,  the  same  external 
phenomenon,  acting  on  different  organs  of  sense  always 
produces  different  sensations;  and  that  different  stimuli 
acting  on  the  same  organ  of  sense  always  produce  the  same 
sensation.  The  phenomena  of  the  outer  world,  therefore, 
have  nothing  in  common  with  the  sensation  and  ideas  they 
call  forth  in  us,  and  the  states  and  processes  of  our  own 
consciousness  are  alone  immediately  subject  to  our  observa- 
tion and  recognition. 

This  simple  truth  is  the  greatest  and  deepest  ever  thought 
out  by  the  human  intellect,  and  leads  us  at  once  to  a  complete 
understanding  of  what  constitutes  the  essence  of  vitaHsm. 
The  essence  of  vitalism  does  not  lie  in  being  content  with 
a  term  and  abandoning  reflection,  but  in  adopting  the  only 
right  path  of  obtaining  knowledge  which  is  possible,  in 
starting  from  what  we  know,  the  internal  world,  to  explain 
what  we  do  not  know,  the  external  world. 

The  opposite  and  erroneous  view  is  adopted  by  mechanism, 
which  is  no  other  than  materialism;  it  starts  fi'om  the 
unknown,  the  external  world,  to  explain  the  known,  the 
internal  world. 

The  physiologist  is  continually  being  driven  back  to 
materialism  by  the  fact,  that  in  psychology  no  attempt  has 
yet  been  made  to  attain  that  exactness  to  which  the  studies 
of  physics  and  chemistry  have  accustomed  us.  It  cannot 
be  denied  that,  although  nothing  is  so  immediately  under 
observation  as  the  conditions  and  processes  of  our  own 
consciousness,  it  is  precisely  on  this  subject  that  our  know- 
ledge is  most  vague  and  uncertain.    There  are  numerous 
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reasons  for  this.  The  object  is  more  complicated,  the  qualities 
are  much  more  mimerous,  than  in  the  outer  world;  moreover, 
the  states  and  processes  in  our  consciousness  are  ever  under- 
going rapid  variation ;  and,  finally,  we  possess  at  present  no 
means  of  quantitatively  estimating  the  objects  of  our  internal 
sense. 

So  long  as  psychology  remains  in  this  condition,  we 
cannot  arrive  at  satisfactory  explanations  of  vital  processes. 
In  most  branches  of  physiology,  there  is  nothing  to  be  done 
but  to  proceed  along  the  same  mechanical  lines.  This 
method  is  undoubtedly  valuable;  we  must  endeavour  to 
advance  as  far  as  possible  by  the  sole  help  of  chemistry  and 
physics.  What  these  sciences  fail  to  achieve  will  stand  out 
more  prominently,  and  thus  the  mechanical  theories  of  the 
present  will  assuredly  carry  us  eventually  to  the  vitalism  of 
the  futm'e. 
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THE  CIBCULA.TION  OF  THE  CHEMICAL  ELEMENTS.* 

The  object  of  physiological  chemistry  is  to  investigate  the 
chemical  processes  of  the  living  organism,  and  to  consider 
the  relation  of  these  processes  to  vital  phenomena.  We  shall 
confine  ourselves  to  a  consideration  of  these  processes  as  they 
occur  in  man  and  the  higher  animals.  It  may  appear  erro- 
neous to  commence  the  study  of  the  most  complex  organisms 
before  obtaining  a  general  knowledge  of  the  chemical  pro- 
cesses of  the  more  simple;  but  since  no  physiological 
chemistry  of  the  latter  as  yet  exists,  there  is  no  choice  left 
to  us.  The  little  that  is  known  on  this  subject  will  be  intro- 
duced, as  occasion  offers,  when  we  come  to  discuss  the  nutri- 
tion of  the  higher  animals. 

Before  we  approach  our  subject,  we  must  consider  the 
various  chemical  elements  and  forces,  concerned  in  vital 
manifestations,  as  they  present  themselves  in  organic  and 
inorganic  nature.  Nature  must  be  considered  as  a  whole  if 
she  is  to  be  understood  in  detail ;  there  raust  be  a  clear  com- 
prehension of  the  great  unchanging  laws  which  are  equally 
applicable  to  living  and  inanimate  things. 

*  The  beginner  who  desires  to  make  himself  more  fully  acquainted  with  the 
subject  of  the  present  chapter,  is  particularly  recommended  to  study  Licbig's  ^eat 
work  "  Chemistry  in  its  Applications  to  Agriculture  and  Physiology  :  1840  ; 
8th  edit  1865  The  scientific  enthusiasm  which  our  great  teacher  imparted 
durine  liis  life  to  all  who  came  into  contact  with  him,  still  speaks  from  every 
l.cr^  nf  this  work.  Those  who  wish  to  familiarize  themselves  with  more  modern 
E  mentr  hould  read  Adolf  Meyer's  "  Text-book  of  Agricultural  Chemistry  " 
(Hddelberg  :  1876),  in  which  will  be  found  a  full  account  of  the  original  litera- 
ture  on  the  subject. 
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Twelve  chemical  elements  enter  into  the  composition  of  all 
living  beings  without  exception  :  carbon,  hydrogen,  oxygen, 
nitrogen,  sulphur,  phosphorus,  chlorine,  potassium,  sodium, 
calcium,  magnesium,  and  iron. 

Carbon  occurs,  on  the  surface  of  our  planet,  chiefly  united 
with  oxygen  in  the  form  of  carbonic  acid.  Of  this  only  a 
small  part  exists  free  in  the  atmosphere,  or  absorbed  in 
water.  The  greater  part  is  united  with  such  bases  as  lime 
and  magnesia,  and  forms  gigantic  strata  of  the  earth's  crust. 
Only  a  comparatively  small  amount  of  carbon  occurs  in  a  free 
state  as  coal,  and  a  still  smaller  quantity  as  graphite  and 
diamond.  Coal  is,  as  we  well  know,  the  residue  of  plants, 
and  plants  derive  their  carbon  from  the  carbonic  acid  of  the 
atmosphere.  Apart,  then,  from  graphite  and  diamond,  the 
mode  of  formation  of  which  is  still  unknown,  it  may  be  said 
that  all  the  carbon  on  the  earth  is  or  has  been  in  the  form 
of  carbonic  acid,  and  that  carbonic  acid  is  the  compound 
through  which  carbon  must  always  pass  in  its  innumerable 
metamorphoses.  It  is  in  this  form  that  carbon  appears  in 
the  cycle  of  life  ;  in  this  form  alone  it  is  taken  up  by  plants 
and  converted  into  the  numerous  combinations  of  which  they 
are  composed.  Carbon  is  introduced  into  the  animal  organism 
as  vegetable  food,  and  is  excreted  either  as  carbonic  acid  or  in 
the  form  of  compounds,  such  as  urea,  which  very  rapidly 
decompose  outside  the  organism,  and  yield  carbonic  acid. 
Carbon,  then,  leaves  the  cycle  of  life  in  the  same  form  in 
which  it  entered,  and  returns  to  the  atmosphere  to  repeat  the 
process  anew. 

Hydrogen  is  only  found  in  traces  as  a  free  gas.  In  inorganic 
nature  it  occurs  almost  exclusively  in  the  form  of  water,  but 
a  minute  quantity  appears  as  ammonia.  Hydrogen  is  taken 
up  by  plants  in  the  form  of  water  and  ammonia  only ;  it  con- 
stitutes part  of  the  complex  substance  the  plant  is  made  of, 
and  which  serves  as  food  for  animals ;  it  leaves  the  animal 
organism  again  in  the  form  of  water  and  ammonia,  or  in  the 


16 


LECTURE  n. 


shape  of  compounds  wlaicli  rapidly  split  up  into  these  two 
bodies. 

Oxygen  is  the  most  widely  distributed  of  all  elements  on 
the  surface  of  the  globe  ;  it  forms  nearly  one-fourth  by  weight 
of  the  atmosphere,  eight-ninths  of  the  weight  of  water,  and 
about  half  the  weight  of  the  earth's  crust,  which  is  made  up 
almost  exclusively  of  oxygen-compounds.  Oxygen  is  the  only 
element  which  enters  the  living  organism  in  a  free  state,  but 
it  does  so  only  in  part,  and  in  the  case  of  plants  only  to  a 
very  small  extent.  The  chief  bulk  of  the  oxygen  enters  the 
organization  of  plants  as  water  and  as  carbonic  acid.  By 
the  aid  of  sunlight,  the  plants  split  off  from  these  combina- 
tions a  part  of  the  oxygen,  and  form  compounds  richer  in 
carbon  and  hydi'ogen,  which,  as  food  stuffs,  are  taken  into 
the  animal  body,  where  they  again  unite  with  oxygen,  and 
are  returned  as  carbonic  acid  and  water  to  the  air. 

By  this  antagonism  between  the  animal  and  vegetable 
kingdoms,  the  balance  of  carbonic  acid  and  oxygen  is  main- 
tained in  the  atmosphere ;  the  plant  yielding  the  oxygen 
which  the  animal  requires,  while  the  animal  in  its  turn  gives 
out  the  carbonic  acid  needed  by  the  plant. 

We  may  now  ask  whether  this  balance  will  always  be 
maintained.  Even  should  it  not  be  disturbed  by  vital  pro- 
cesses, may  there  not  be  agents  at  work  in  inorganic  natui-e, 
which,  by  their  action  on  the  atmosphere,  may  mcrease  or 
diminish  those  of  its  constituents  necessary  to  existence? 

As  regards  carbonic  acid,  the  geologists  are  of  opmion 
that  there  was  formerly  a  larger  amount  in  the  atmosphere. 
What  are  the  causes  of  this  diminution  ?  are  they  still  at 
work?  and  have  we  to  look  forward  to  a  continuous  decrease 

in  the  bulk  of  this  gas  ?  .       • .  • 

One  of  the  causes  of  the  diminution  of  carbonic  acid  is 
not  far  to  seek :  i.e.  the  formation  of  coal  strata,  which  it 
is  well  known,  owe  their  origin  to  plants  which  derived  their 
carbon  from  the  carbonic  acid  of  the  atmosphere.    At  the 
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same  time,  the  amount  of  carbon  taken  up  in  this  way- 
appears  to  be  comparatively  small.  And  even  if  the  for- 
mation of  coal  is  still  going  on  under  the  sea,  on  the  other 
hand  carbonic  acid  is  being  unceasingly  returned  to  the 
atmosphere  from  thousands  of  chimneys.  We  need  scarcely 
fear  a  diminution  of  carbonic  acid  from  this  cause.  But 
there  is  another  one  of  far  greater  importance :  I  mean  the 
displacement  of  the  silicic  acid  from  the  stone  of  the  earth's 
crust  by  the  carbonic  acid  of  the  atmosphere ;  the  union  of 
carbonic  acid  with  the  bases  previously  existing  as  silicates. 
The  rocks,  which  form  the  solid  crust,  consist  principally  of 
sihcates  and  carbonates — of  compounds  of  silicic  and  car- 
bonic acids  with  lime,  magnesium,  suboxide  of  iron,  and 
alkalies.  Now,  each  acid  is  always  trying  to  prevent  the 
other  from  combining,  and  to  unite  itself  with  the  basic  con- 
stituents. Silicic  acid  and  carbonic  acid  are  "  the  two  great 
powers  in  the  construction  of  the  earth,"  and  are  always  at 
war  with  each  other,  with  alternate  victory  and  defeat  on 
each  side.  As  soon  as  carbonic  acid  succeeds  in  obtaining 
complete  mastery  over  the  silicic  acid,  all  organic  life  must  > 
cease  on  our  planet. 

The  chemical  affinity  of  carbonic  acid  to  the  basic  con- 
stituents of  the  rocks  is  closer  than  that  of  the  silicic  acid,  in 
the  cold  and  in  presence  of  water ;  the  carbonic  is  the  more 
powerful  acid  on  the  earth's  surface,  where  it  is  obtaining 
a  slow  but  sure  victory.  Every  wave  breaking  against  the 
cliffs,  every  ripple  which  washes  the  flinty  bed  of  the  river, 
every  drop  of  rain  which  falls  to  the  ground  contains  carbonic 
acid  in  solution,  and  slowly  but  surely  destroys  the  hardest 
rock ;  the  carbonic  acid  unites  with  the  basic  constituents,  and 
the  displaced  silicic  acid,  combined  with  the  residue  of  the 
bases,  sinks  to  the  bottom  of  the  water,  where,  as  clay  or  sand- 
stone, it  gradually  forms  massive  strata  of  the  earth's  surface. 
But  the  carbonic  acid,  united  with  lime  or  magnesium,  is 
likewise  precipitated,  mixed  either  with  part  of  the  decom- 
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posed  silicates  in  the  form  of  marl,  or  in  separate  strata  as 
limestone  and  dolomite.  Half  the  entire  weight  of  the  thick 
calcareous  strata,  which  compose  a  very  large  part  of  the 
crust  of  the  earth,  consists  of  carhonic  acid,  derived  from  the 
atmosphere,  and  which  has  apparently  been  withdi-awn  for 
ever  from  the  cycle  of  life. 

But  the  struggle  between  the  two  acids  wears  another 
'  aspect  in  the  interior  of  the  earth.     At  the  higher  tem- 
perature which  prevails  there,  the  silicic  acid  is  the  more 
powerful.    In  the  depths  of  the  earth  it  attacks  the  carbo- 
nates, and  the  carbonic  acid  which  is  driven  off  escapes  into 
the  atmosphere.    This  carbonic  acid  is  continually  issuing 
from  all  active  volcanoes,  and  also  from  other  cracks  and 
fissures  in  various  parts  of  the  earth.    The  quantity  which 
is  thus  returned  to  the  atmosphere  cannot  be  determined, 
but  it  seems  probable  that  it  is  much  less  than  what  is  con- 
stantly  being  removed  in  the  form  of  chalk  and  carbonate 
of  magnesia.     If  it  is  true  that  our  planet  is  steadily 
becoming  cooler  and  its  crust  thicker,  the  factor  which  aids 
the  silicic  acid,  the  warmth  of  the  earth  itself,  must  con- 
tinually decrease,  and  thus  leave  nothmg  to  dispute  the  rule 
of  carbonic  acid ;  hence  organic  life  must  terminate. 

In  like  manner  as  carbonic  acid,  a  second  constituent 
of  the  atmosphere,  oxygen,  is  constantly  becoming  fixed  in 
the  crust  of  the  earth,  and  thus  removed  from  the  cycle  of 
vital  phenomena.    The  constituent  of  the  earth's  crust  which 
binds  it,  is  the  ferrous  oxide  resulting  from  the  decomposition 
of  certain  siHcates.    This  becomes  oxidized  to  ferric  oxide, 
which,  as  is  well  known,  forms  by  itself  considerable  strata, 
and  occurs  in  still  larger  quantities  mixed  with  other  mate- 
rials, as  clay,  loam,  sandstone,  and  shale.    One-third  of  the 
oxygen  in  these  huge  masses  of  ferric  oxide  is  derived  from 
the  atmosphere.    A  part  of  this  oxygen  may  return  to  the 
atmosphere,  for,  when  the  oxide  of  iron  comes  mto  contact 
with  decomposing  organic  substances,  the  latter  abstract 


THE  CIRCULATION  OF  THE  CHEMICAL  ELEMENTS.  19 


part  of  its  oxygen.  As  the  result  of  the  oxidation  of  the 
organic  substances,  carbonic  acid  is  returned  to  the  atmos- 
phere, where  it  may  again  be  decomposed  by  plants,  thus 
liberating  oxygen.  But  this  activity  of  plants  is  the  only 
process  by  which  oxygen  is  set  free  on  the  earth's  surface, 
and  it  is  very  questionable  whether  it  is  of  itself  sufficient 
to  counterbalance  the  consumption  of  oxygen  in  respiration, 
p^refaction,  combustion,  and  oxidation  of  the  compounds  of 
iron  and  of  sulphur. 

It  thus  appears  that  a  substance  of  great  importance  in 
the  nutrition  of  plants,  free  carbonic  acid,  and  a  substance 
essential  to  the  maintenance  of  all  organic  life,  free  oxygen, 
are  continually  diminishing,  and  that  the  time  is  slowly  but 
surely  approaching  when  the  conditions  necessary  for  our 
existence  will  no  longer  prevail,  and  when  all  life  will  become 
extinct  on  this  planet. 

We  will  now  turn  our  attention  to  the  nitkogbn,  the 
fourth  and  last  of  the  elements  which  organic  nature  derives 
from  the  atmosphere  directly  or  indirectly.  Nitrogen  is 
characterized  by  its  small  affinity  for  other  elements.  For 
this  reason  the  greater  part  of  the  nitrogen  is  found  in  a  free 
state ;  it  forms  four-fifths  of  the  atmosphere.  Only  a  minute 
portion  is  found  in  inorganic  nature  in  the  form  of  com- 
pounds :  this  is  the  nitrogen  of  ammonia,  and  of  its  pro- 
ducts of  oxidation,  nitrous  and  nitric  acids.  Nitrogen  enters 
organic  nature  in  the  form  of  these  compounds  only.  The 
great  bulk  of  free  nitrogen  has  no  part  in  vital  processes,  for 
the  plant  cannot  assimilate  it. 

Now,  since  the  quantity  of  fixed  nitrogen  existing  in 
nature  is  very  small,  and  since  plants  cannot  utilize  the 
other  constituents  of  their  nutrition  unless  an  appropriate 
quantity  of  fixed  nitrogen  be  taken  up  at  the  same  time, 
it  is  obvious  that  the  total  number  of  organic  beings  which 
can  simultaneously  exist  on  the  earth  must  depend  in  the 
first  instance  on  the  amount  of  fixed  nitrogen  available.  It 
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is,  therefore,  a  question  of  the  greatest  interest  to  tnow  by 
what  means  the  amount  of  fixed  nitrogen  is  increased  or 
diminished. 

The  process  of  life  itself  does  not  alter  the  sum  total  of 
fixed  nitrogen.  Nitrogen  is  taken  up  by  the  plants  as  am- 
monia, nitrites,  and  nitrates,  and  is  converted  into  and  forms, 
part  of  numerous  most  complicated  substances,  chiefly  pro- 
teids ;  in  this  form  it  enters  the  animal  economy,  where  the 
proteld  breaks  down  into  urea,  uric  acid,  and  other  com- 
pounds, which  rapidly  decompose  outside  the  organism,  and 
yield  ammonia.  Nitrogen  enters  the  organic  cycle  in  a  fixed 
form,  and  leaves  it  in  the  same  state ;  the  vital  processes 
themselves  neither  increase  nor  diminish  the  existing  store 
of  fixed  nitrogen. 

But  in  inorganic  nature  there  must  be  factors  at  work 
which  produce  fixed  nitrogen.    For  if  it  is  true  that  our 
earth  was  once  a  fluid  mass  of  fire,  ammonia  and  nitric 
acid  could  not  then  have  existed,  since  they  break  up  into 
their  elements  at  a  high  temperature.     Organic  life  could 
never  have  arisen,  had  there  not  been  a  process  at  work 
which  produced  the  union  of  nitrogen  with  hydrogen  and 
oxygen.    Such  a  process  has  been  recognized  in  atmospheric 
electrical  discharges.    It  has  been  established  by  numerous 
experiments  that,  by  means  of  electrical  discharges,  nitrogen 
is  united  with  oxygen  to  form  nitric  acid,  and  that,  by  sending 
the  electric  discharge  through  a  damp  atmosphere,  nitrogen 
and  vapour  combine  to  form  nitrite  of  ammonia.* 

2N-h2H20  =  NH,N0a 

This  process  occurs  on  a  large  scale  in  every  thunder- 
storm, the  products  being  conveyed  to  the  ground  by  the 
rain  Schonbein  has  pointed  out  a  second  process,  viz.  that 
wherever  evaporation  occurs,  minute  traces  of  nitrite  of  am- 

*  Berthelot,  B«W.aoc..?«m.,t.xxvu.  p.338;  Am.chhn.  phys.,  i.  ^n.  p.  ii5  : 
1S77. 
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monia  are  formed  in  the  air.  The  evaporation  which  is 
constantly  going  on  from  the  outer  surface  of  the  plants 
themselves,  may  therefore  be  a  source  of  combined  nitrogen 
for  them. 

It  follows  that  the  whole  store  of  fixed  nitrogen  is  con- 
stantly increasing  from  two  sources.  Organic  life  would 
therefore  develop  with  ever  greater  luxuriance  were  it  not 
for  the  operation  of  other  causes,  by  means  of  which  com- 
bined nitrogen  is  again  set  free.  This  is  effected  by  com- 
bustion. The  burning  up  of  vast  forests  of  wood  by  man, 
which  has  been  going  on  for  thousands  of  years,  detracts 
from  the  store  of  fixed  nitrogen,  to  which  animals  and  plants 
owe  their  existence ;  the  total  of  life  is  no  doubt  diminished 
thereby,  and  the  fertility  of  the  soil  must  decrease.  For  this 
reason  the  project  of  cremation,  recently  introduced,  should  be 
abandoned,  although  the  amount  of  fixed  nitrogen  destroyed 
in  this  manner  would  be  much  less  than  it  is  in  consuming 
forests  as  fuel.  Combined  nitrogen  is  further  destroyed  by 
igniting  gunpowder  or  other  explosives,  which  are  all  deriva- 
tives of  nitric  acid.  A  single  cannon/shot,  in  which  only  a 
pound  of  gunpowder  is  used,  destroys  as  much  combined 
nitrogen  as  is  contained  in  three  million  litres  of  atmospheric 
air.  In  this  sense  it  may  be  affirmed  that  every  shot  from 
a  firearm  kills,  that  it  destroys  life  whether  the  ball  strikes 
a  hving  being  or  not.  For  no  life  is  lost  by  the  death  'of 
the  individual;  from  the  decay  of  the  body  equivalent  new 
life  arises.  But  the  destruction  of  combined  nitrogen  means 
the  definite  diminution  of  the  capital,  upon  the  amount  of 
which  the  total  number  of  living  beings  depends. 

The  remaining  eight  elements  are  derived  by  the  plant 
from  the  soil.  Sulphur  is  widely  distributed  in  inorganic 
nature  as  sulphates  of  the  alkalies  and  alkaline  earths.  It 
enters  the  vegetable  organism  in  this  form,  and  takes  part  in 
the  building  up  of  the  protcid  molecule,  of  which  it  forms 
about  0-3  to  2  per  cent,  by  weight.    It  is  chiefly  taken  up  by 
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the  animal  organism  in  the  form  of  proteid,  and  is  excreted 
for  the  most  part  in  the  highest  oxidized  condition  as  sul- 
phuric acid,  derived  from  the  splitting  up  and  oxidation  of  the 
proteid  molecule.  In  this  form,  united  with  alkalies,  it  is 
again  ready  to  repeat  the  cycle  of  life. 

The  course  of  phosphoeus  is  very  similar.  It  occurs  in  the 
inorganic  world  only  in  a  high  state  of  oxidation  as  phosphoric 
acid  united  with  bases,  especially  with  alkalies  and  alkaline 
earths,  and  only  enters  the  plant  in  this  form. 

Although  phosphoric  acid  is  widely  distributed  over  the 
whole  surface  of  the  globe,  its  amount  in  most  soils  is  very 
small.  As  in  the  case  of  nitrogen,  the  quantity  present  in  a 
field  may  be  so  little  that  vegetable  life  is  unable  to  convert 
all  the  other  elements  into  food.  In  rare  cases  this  is 
also  true  of  potassium;  but  there  is  never  a  lack  of  the 
remaining  nutrient  matters.  In  agriculture  it  is,  therefore, 
of  the  greatest  importance  to  determine  which  of  these  three 
elements  is  most  deficient  in  any  given  soil.  The  fertility  of 
the  land  will  depend  on  the  quantity  of  the  substance  of  which 
there  is  a  minimum.  This  is  the  important  law  which  agricul- 
tural chemistry  designates  as  the  "Law  of  the  minimum." 
The  element  which  is  present  in  the  smallest  quantity  must 
be  suppUed  to  the  soil  by  artificial  manuring.  It  is  generally 
phosphoric  acid;  hence  the  use  of  bone-dust,  apatite,  and 
the  like. 

In  the  plant,  phosphoric  acid  takes  part  in  the  formation 
of  very  complicated  combinations— of  the  various  forms  of 
lecithin  and  nuclein,  which  are  integral  constituents  of  every 
vegetable  and  animal  cell.  It  is  chiefly  in  these  combinations, 
and  only  to  a  small  extent  as  salts,  that  phosphorus  enters  the 
animal  body,  which  it  leaves  in  the  same  form  that  it  entered 
the  plant,  as  a  phosphate. 

The  circulation  of  chlorine  is  very  simple;  it  only 
occurs  in  nature  in  the  form  of  salts,  chiefly  united  with 
sodium  and  potassium.    In  this  form  it  enters  and  leaves  the 
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cycle  of  life.  It  takes  no  part  in  the  formation  of  organic 
compounds. 

The  same  is  true  of  sodium,  potassium,  calcium,  and 
magnesium.  They  occur  in  the  inorganic  world  only  as 
salts,  enter  plants  as  such,  combine  very  loosely  with  organic 
matter,  and  are  excreted  from  the  animal  body  also  in  the 
form  of  salts. 

Ieon  never  occurs  on  the  surface  of  the  globe  as  a  free 
metal,  but  chiefly  in  union  with  oxygen  as  ferrous  and  ferric 
oxides.    The  former  is  a  strong  base,  and  forms  neutral  salts 
with  all  acids.    Ferric  oxide  is  only  a  weak  base,  and  is 
unable  to  fix  carbonic  acid.    Ferrous  silicates,  when  de- 
composed by  atmospheric  carbonic  acid,  yield  ferrous  car- 
bonate, which  is  soluble  in  water  containing  carbonic  acid, 
and  is  distributed  by  water  all  over  the  earth.    But  as 
soon  as  it  comes  in  contact  with  the   atmosphere,  it  is 
oxidized  to  ferric  oxide,  and  the  carbonic  acid,  being  set  free, 
is  returned  to  the  atmosphere.     The  ferric  oxide,  when  it 
comes   in   contact   with  decomposing  organic   matter,  is 
reduced,  and  ferrous  carbonate  is  again  formed  and  carried 
olf  by  water,  until  it  again  comes  in  contact  with  air,  and 
again  aids  in  the  oxidation  of  vegetable  and  animal  refuse. 
Iron  is,  therefore,  an  indefatigable  oxidizing  agent.  The 
iron  prevents  the  retention  of   carbon   in  the   soil,  and 
enables  it  to  return  to  the  atmosphere,  and  thus  to  re- 
enter .the  cycle  of  life.    The  process  of  oxidation  is  rather 
more    complicated    when    sulphur    is    present.  Sulphur 
also  acts  as  an  oxidizing  agent.    If  decomposing  organic 
substances  meet  simultaneously  with  oxides  of  iron  and 
sulphates,  e.g.  gypsum,  not  only  is  the  oxygen  of  the  oxides 
completely  taken  up,  but  that  also  of  the  sulphuric  acid, 
sulphide  of  iron  being  formed.    The  latter,  in  the  presence 
of  air,  may  again  be  oxidized  to  sulphuric  acid  and  ferric 
oxide,  and  then  again  act  as  an  oxidizing  agent.    The  sulphiu- 
required  for  the  formation  of  sulphide  of  iron  after  the 
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reduction  of  ferric  oxide,  may  be  yielded  by  decomposing 
organic  matter  itself,  since  this  always  contains  proteid,  and 
consequently  sulphur. 

Iron  plays  the  same  part  in  our  organism  as  it  does  in 
the  earth's  crust,  the  part  of  oxygen-carrier.  Only  the  iron 
in  our  organism  does  not  occur  as  ferric  and  ferrous  oxides, 
but  as  a  complex  organic  compound,  the  most  complicated 
body  which  has  hitherto  been  investigated  with  precision, 
and  which  contains  at  least  seven  hundred  atoms  of  carbon 
in  its  molecule.  This  is  the  red  colouring  matter  of  the 
blood,  hsemoglobin,  which,  as  oxy-h£emoglobin,  a  loose  com- 
pound with  oxygen,  corresponds  to  the  ferric  oxide,  and,  as 
reduced  hsemoglobin,  to  ferrous  oxide.  Hsemoglobin  also 
contains  sulphur,  and  it  may  be  that  the  sulphur  of  hsemo- 
globin, and  of  all  other  proteid  bodies,  still  retains  its  function 
as  an  oxidizing  agent.  At  any  rate,  it  cannot  be  to  the  iron 
alone  that  this  property  is  due,  since,  as  we  shall  see  in  the 
fourteenth  lecture,  the  amount  of  loosely  combined  oxygen 

is  much  too  large. 

The  enormous  size  of  the  hsemoglobin-molecule  finds  a 
teleological  explanation  if  we  consider  that  iron  is  eight 
times  as  heavy  as  water.  A  compound  of  iron  which  would 
float  easily  along  with  the  blood-current  through  the  vessels 
could  only  be  secured  by  the  iron  being  taken  up  by  so  large 
an  organic  molecule. 

Hemoglobin  first  makes  its  appearance  in  the  animal 
organism.  It  does  not  exist  in  plants.  The  plant  has  the 
power  of  assimilating  inorganic  compounds  of  iron,  and  of 
using  them  for  building  up  complex  organic  compounds 
which  have  not  yet  been  sufficiently  investigated.  From 
these  bodies  the  hjemoglobin  is  produced  in  the  animal 
economy  {vide  Lecture  VI.). 

Iron  likewise  plays  an  important  part  in  vegetable  life  ; 
we  know  that  chlorophyll  granules  cannot  bo  formed  without 
it.    If  plants  are  allowed  to  grow  in  nutritive  solutions  free 


THE  CIRCULATION  OF  THE  CHEMICAL  ELEMENTS.  25 


from  iron,  the  leaves  are  colourless,  but  become  green  as  soon 
as  an  iron  salt  is  added  to  the  fluid  in  which  the  roots  are 
immersed.  It  is  even  sufficient  merely  to  brush  the  surface 
of  the  colourless  leaf  with  a  solution  of  an  iron  salt  to  cause 
the  appearance  of  the  green  colour  in  the  part  thus  painted. 
Chlorophyll  itself  contains  no  iron,  and  we  do  not  know  in 
what  way  the  iron  is  concerned  in  its  production. 

It  is  not  yet  known  in  what  form  and  by  what  path  iron 
leaves  the  animal  body.  Urine  contains  scarcely  perceptible 
traces  of  iron,  probably  as  an  organic  compound.  The  faeces 
always  contain  a  considerable  quantity  of  sulphide  of  iron. 
But  it  cannot  be  determined  how  much  of  this  is  derived  from 
the  food,  and  how  much  from  the  digestive  secretions.  Out- 
side the  body,  the  sulphide  of  iron  is  converted  by  the  atmo- 
spheric oxygen  into  sulphuric  acid  and  oxide  of  iron,  and  the 
cycle  is  complete. 

In  addition  to  the  twelve  elements  alluded  to,  the  follow- 
ing elements  are  met  with  in  certain  organisms,  though  they 
are  not  always  an  integral  part  of  their  composition  :  silicon, 
fluorine,  bromine,  iodine,  aluminium,  manganese,  and  copper. 

Silicon  does  not  occur  in  the  free  state,  but  only  as  silicic 
acid.  This  compound,  as  already  mentioned,  is  amongst 
the  most  widely  distributed  bodies  on  the  surface  of  the 
globe.  The  alkali  salts  of  silicic  acid  are  soluble  in  water, 
and  the  free  acid,  when  liberated  by  carbonic  acid  from 
certain  silicates,  at  first  appears  as  a  hydrated  acid  apparently 
in  a  state  of  solution,  in  what  is  known  as  a  colloid  condition 
(see  Lecture  IV.).  Probably  plants  absorb  silicic  acid  in  both 
these  forms.  All  the  higher  plants  seem  to  contain  silicic 
acid.  Among  cryptogamic  plants,  the  reeds  and  grasses  are 
distinguished  by  the  large  amount  of  silicic  acid  they  con- 
tain. Certain  unicellular  algsB  (the  Diatomacea3)  cover  them- 
selves with  a  shell  of  silicates.  Silicic  acid  is  said  to  be 
absent  from  the  ash  of  certain  fungi. 

But  it  would  not  appear  that  silicic  acid  plays  any 
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important  part  in  the  economy  of  the  higher  ijlants.  In 
favour  of  this  may  he  quoted  the  following  experiments  on 
the  graminacese,  which  are  rich  in  silicon,  as  wheat,  oats, 
maize,  barley.  When  these  plants  are  allowed  to  germinate 
in  nutrient  fluids  free  from  silicon,  so  that  they  can  only 
obtain  mere  traces  of  siHcic  acid  from  the  glass  vessel  con- 
taining the  solution,  they  develop  completely,  and  pass  through 
a  perfectly  normal  course  of  Hfe.  In  the  ash  of  maize  grown 
in  this  way,  only  O'T  per  cent,  of  siHcic  acid  was  found, 
whilst,  under  ordinary  conditions  of  growth,  20  per  cent,  is 
the  average  quantity.* 

Whether  silicon  exists  in  plants  only  in  the  form  of  silicic 
acid,  or  whether  it  forms  more  complex  compounds,  has  not 
been  ascertained.  Silicon  is  a  tetratomic  element,  like  carbon. 
Silicic  acid  is  quite  analogous  in  its  composition  to  carbonic 
acid.  Hence  a  probability  that  silicon  could  form  numerous 
compounds  which  would  bear  the  same  relation  to  siKcic  acid 
as  the  organic  compounds  do  to  carbonic  acid;  and,  as  a 
matter  of  fact,  Friedel  and  Ladenburgt  have  succeeded  in 
preparing  a  series  of  such  compounds.  But  their  existence 
in  plants  has,  up  to  the  present  time,  not  been  made  out.  t 

Silicic  acid  is  taken  up  by  animals  in  the  form  of  vegetable 
food.  It  is  absorbed  by  the  alimentary  canal,  and  passes 
through  all  the  tissues,  hence  minute  traces  can  be  demon- 
strated in  every  organ.  It  is  contained,  in  considerable 
quantity,  in  the  urine  of  herbivorous  animals,  and  in  sheep 
sometimes  occasions  stone  in  the  bladder.  It  appears,  how- 
ever, only  to  be  of  importance  in  the  development  of  hairs 
and  feathers,  the  ash  of  which  is  always  rich  in  siHcic  acid. 

*  Sachs,  "Flora,"  p.  52:  1862;  and  "  Woclienblatt  der  Anualen  dcr  Land- 

wthschalV'p.  184:  1862.  ^  •       sir  ■  i<?r,q  •  ami 

+  C  Friedel  and  A.  Ladenbiirg,  Compt.  rend.,  t.  Ixvi.  p.  816.  1868,  ami 
t.  Ixviii.  p.  920:  1869.    Ber.  d.  deuisch.  chem.  Ges.,  p.  901 :  1871 ;  and  pp.  31 J 

^^^I'lMmg,  Ber.  d.  dcuUch.  chem.  Gcs.,  vol.  v.  p.  508:  1872;  W.  Langc 
ibid.,  vol.  xi.  p.  822 :  1878. 
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The  constant  presence  in  eggs  of  silicic  acid  points  to  its 
being  essential  in  the  development  of  birds. 

Fluoeine  has  been  found  in  very  small  quantity  in  some 
plants  and  animals.  It  is  difficult  to  detect,*  and  it  may 
possibly  be  more  widely  existent  in  organic  nature  than  has 
been  suspected.  It  is  invariably  found  in  the  bones  and 
teeth  of  men  and  mammals,  although  we  have  not  yet  suc- 
ceeded in  ascertaining  the  exact  amount  by  our  present 
methods.  It  is  also  said  to  have  been  detected  in  the  blood 
of  mammals  and  of  birds. t  Small  quantities  of  fluorine  are 
distributed  everywhere  in  the  earth,  in  the  form  of  fluorspar 
and  apatite;  therefore  plants  are  never  without  it.  It  acts 
perhaps  differently  in  the  nutrition  of  men  and  animals.  It 
would  be  very  interesting  to  have  the  exact  amount  of  fluorine 
in  our  food  determined,  and  also  the  quantity  we  really 
need  of  it.  At  any  rate,  the  above-mentioned  "  law  of  the 
minimum  "  holds  good  for  animal  as  well  as  for  vegetable 
growth.  It  is  conceivable  that  milk,  although  rich  in  the 
most  important  substances  of  nutrition,  might  yet  be  useless 
to  aid  the  growth  of  the  mammal,  for  want  of  the  necessary 
trace  of  fluorine. 

Bromine  and  iodine  are  present  in  many  kinds  of  seaweed, 
and  thus  pass  into  the  system  of  marine  animals.  Their  use 
is  not  known. 

ALumNiuM  is  one  of  the  elements  most  frequently  met 
with.  Its  sesquioxide,  alumina,  is  found,  united  with  silicic  acid, 
in  almost  all  crystalline  rocks  which  form  the  larger  portion 
of  the  great  mountain  ranges.  Mixed  with  the  products  of 
disintegration  of  these  rocks,  it  is  found  everywhere  in  ample 
quantity  in  the  soil.  It  is,  therefore,  very  remarkable  that 
alumina  has  scarcely  anything  to  do  with  the  nutrition  of  living 

*  See  G.  Tammaun,  Zeitschr.  f.  anahji.  Chcm.,  vol.  xxiv.  p.  328  (1885), 
whore  an  account  of  the  literiituro  on  the  methods  of  detecting  fluorine  will  also 
be  found. 

t  G.  Wilson,  Trans,  nf  the  Brit.  A^s.  for  the  Adv.  nf  Sci.,  p.  67  :  ISoI  ;  and 
■J.  NiclL-.?,  (Jomi>l.  rend.,  t.  xliii.  p.  885  :  1850. 
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beings.  It  has  been  shown  positively  to  exist  in  any  notice- 
able quantity  only  in  a  few  plants,  especially  in  a  few  kinds 
of  lycopodium,  in  the  ash  of  which  it  amounts  to  over  57 
per  cent.  We  do  not  know  whether  it  is  essential  for  these 
kinds  of  plants,  nor  of  what  use  it  is  to  them ;  no  experiments 
have  yet  been  made  to  decide  this  question.  Alumina  has  not 
yet  been  detected  in  the  animal  body. 

Manganese  is  found  in  considerable  quantity  in  the  ash  of 
a  few  plants,  although  nothing  is  known  concerning  its  use  in 
life.  Traces  of  this  metal  are  found  all  through  the  vegetable 
kingdom,  and  occasionally  in  the  animal  body. 

Minute  traces  of  most  of  the  other  metals  are  occasionally 
found  in  plants  and  animals.  They  should  not  on  that 
account  be  considered  as  essential  constituents. 

The  presence  of  coppek  in  certain  cephalopods  and  Crus- 
tacea is  noteworthy.  This  metal  appears  to  be  present  in 
the  form  of  an  organic  compound,  and  to  serve  as  oxygen- 
carrier,  thus  playing  a  part  similar  to  that  of  iron  in  hemo- 
globin. The  blood  of  these  animals  is  blue,  but  changes 
colour  as  soon  as  the  oxygen  is  withdrawn  either  by  pumping, 
by  transmitting  a  stream  of  other  gases,  or  by  the  action  of 
reducing  agents.  When  shaken  up  with  air,  the  blood  agam 
becomes  blue.  The  latest  experiments  on  this  subject  were 
carried  out  by  Fredericq,*  whose  essay  also  contams  au 
account  of  the  work  done  by  his  predecessors. 

•  Leon  Fredericq,  Bulletins  de  Vac.  roy.  de  Belgique,  se'r.  ii.  t.  xlvi.  No.. 11  : 
1878 ;  Compt,  rend.,  t.  Ixxxvii.  p.  996  :  1878. 
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LECTUKE  III. 

CONSERVATION  OF  ENERGY.* 

Most  intimately  connected  with  the  circulation  of  the  elements 
is  the  transmutation  of  force.  The  latter  is  not,  however, 
limited  to  this  earth ;  it  streams  on  to  our  planet  with  the 
sunlight,  and,  having  run  its  course  through  plant  and  animal 
life,  streams  back  again  into  infinite  space. 

It  is  as  impossible  to  destroy  force  as  matter.  Force 
itself  cannot  be  directly  observed  and  pursued.  We  can  say 
nothing  more  definite  about  it  than  that  it  is  the  cause  of 
motion.  But  we  can  prove  that  motion  is  never  annihilated, 
for  whenever  motion  ceases,  its  cessation  is  only  apparent. 
The  movement  of  masses  of  matter,  visible  to  us,  has  either 
changed  into  a  movement  of  the  smallest  particles  of  matter, 
of  the  atoms,  or  into  "latent  motion,"  into  so-called  "poten- 
tial energy,"  from  which,  at  any  time  under  appropriate 
conditions,  the  same  amount  of  motion  can  again  arise. 

If  a  stone  fall  to  the  ground  and  remain  lying  there, 
motion  has  not  ceased.  The  place  on  the  ground  where  it 
fell,  and  the  stone  itself,  have  become  warmed,  and  heat  is 
well  known  to  be  a  variety  of  motion.  If  a  stone  is  thrown 
straight  up  in  the  air,  it  rises  with  decreasing  rapidity  and 
comes  at  last  to  rest.    At  that  moment  its  movement  is 

♦  Physiology  cannot  bo  studied  to  any  advantage  without  a  thorough  know- 
ledge of  the  law  conceining  the  conservation  of  energy,  which  can  only  be 
acquired  by  advanced  mathematical  and  pliysical  studies.  This  lecture  may 
serve  the  beginner  who  has  hitherto  neglected  these  subjects,  as  a  slight  pre- 
liminary account. 
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latent,  and  is  stored  up  in  it  as  potential  energy.    By  virtue 
of  this  potential  energy  it  now  conies  down  again,  and 
reaches  the  ground  at  the  same  velocity  with  which  its  ascent 
began.    In  rising,  the  force  of  motion,  the  so-called  "  kinetic 
energy,"  is  converted  into  potential  energy;  in  falling,  po- 
tential energy  is  changed  into  kinetic  energy.   The  conversion 
of  kinetic  energy  into  potential  energyis  called  "  work,"  and 
mechanics  teach  the  well-known  fact  that  work  is  measured 
by  the  product  of  the  weight  raised  with  the  height  of  the 
ascent,  and  that  it  is  always  the  same  as  the  kinetic  energy, 
which  is  measured  by  the  product  of  half  the  bulk  with  the 
square  of  the  velocity.    If  the  stone  that  is  thrown  up  be 
supported  at  the  moment  it  has  reached  the  highest  point 
and  comes  to  rest,  the  force  can  remain  stored  up  in  it  for 
an  unlimited  period.    But  as  soon  as  the  support  is  removed, 
potential  energy  is  again  converted  into  kinetic  energy;  it 
falls  with  increasing  rapidity,  and  reaches  the  ground  at  the 
same  speed  with  which  its  ascent  began.    Hence  none  of  the 
kinetic  energy  has  been  lost.    If  it  strikes  the  ground,  an 
amount  of  heat  is  generated,  which  under  appropriate  con- 
ditions-for  instance,  by  means  of  a  steam-engine— would 
exactly  suffice  to  raise  the  stone  to  the  same  height  from 
which  it  fell.    Thus  no  force  is  lost  in  the  conversion  of  the 
kinetic  energy  of  moving  masses  into  the  kinetic  energy  of 
moving  atoms,  and  vice  versa.    As  is  well  known,  it  has  been 
proved  by  numerous  experiments  made  by  different  observers, 
and  conducted  upon  various  methods,  that  425  kilogram- 
meters  of  work  produce  one  unit  of  heat  {i.e.  the  amount  of 
heat  required  to  raise  the  temperature  of  one  Hlogramme 
of  water  by  1°  C),  and  that  the  unit  of  heat  exactly  suffices 
to  accomplish  work  equal  to  425  kilogrammeters. 

Let  us  imagine  a  tube  to  be  laid  through  the  globe  and 
its  centre  of  gravity,  from  us  to  our  antipodes  and  let  us 
further  imagine  a  stone  brought  to  rest,  in  this  tube,  so  that 
the  centre  of  gravity  of  the  stone  coincides  with  the  centre 
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of  gravity  of  the  earth ;  in  this  case  the  stone  would  remain 
motionless  and  free,  suspended  in  the  air.  But  if  the  stone, 
by  virtue  of  any  kinetic  energy,  were  raised  to  our  end  of 
the  tube,  a  reserve  of  potential  energy  would  now  be  stored 
up  in  it,  by  means  of  which  the  stone,  as  soon  as  it  is  left  to 
itself,  returns  with  increasing  rapidity  to  the  middle  of  the 
tube.  At  the  moment  when  its  centre  of  gravity  coincides 
with  that  of  the  earth,  all  potential  energy  is  used  up  and 
converted  into  kinetic  energy,  and  it  has  attained  its  greatest 
velocity.  This  kinetic  energy  cannot  be  lost;  it  drives  the 
stone  further  on,  it  is  reconverted  into  potential  energy,  work 
is  accomplished,  the  stone  is  driven  to  the  other  end  of  the 
tube,  to  the  antipodes.  By  this  time  the  kinetic  energy  is 
used  up,  and  is  contained  in  the  stone  as  potential  energy, 
by  means  of  which  the  stone  again  falls  with  increasing  speed 
to  the  earth's  centre  of  gravity,  and  rises  with  diminishing 
velocity  to  us.  And  if  the  tube  be  free  from  air,  the  stone 
must  thus  swing  backwards  and  forwards  to  all  eternity,  none 
of  its  movement  being  lost.  But  if  there  is  air  in  the  tube, 
a  part  of  the  kinetic  energy  of  the  stone  will  be  continually 
given  over  to  the  individual  molecules  of  air  ;  the  stone  will 
swing  backwards  and  forwards  at  constantly  decreasing  dis- 
tances from  the  centre  of  gravity,  where  it  finally  comes  to 
rest.  At  this  moment,  the  whole  kinetic  energy  of  the  stone's 
moving  bulk  is  converted  into  the  kinetic  energy  of  moving 
molecules,  which  we  call  heat.  But  nothing  is  lost;  precisely 
as  many  units  of  heat  are  produced  as  correspond  to  the 
kilogrammeters  of  work  performed  by  the  rise  of  the  stone 
from  the  earth's  centre  of  gravity  to  the  end  of  the  tube. 

The  same  principle  seen  in  this  imaginary  and  imprac- 
ticable experiment  may  be  observed,  only  in  a  more  com- 
plicated form,  in  every  swinging  pendulum.  The  pendulum 
would  also  oscillate  to  all  eternity,  if  the  kinetic  energy  of 
the  moving  mass  were  not  converted  into  heat  by  the  friction 
at  the  point  of  attachment  and  with  the  air. 
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If  we  make  use  of  that  form  of  kinetic  energy  which  we 
call  the  electric  current,  to  split  up  a  chemical  compound, 
(for  instance,  to  resolve  water  into  its  elements,  hydrogen  and 
oxygen),  a  part  of  the  kinetic  energy  disappears,  but  only 
apparently  so  ;  it  is  converted  into  that  form  of  latent  move- 
ment which  we  term  chemical  potential  energy,  and  which  is 
entirely  analogous  to  the  force  with  which  the  stone  faUs 
when  raised.    Chemical  potential  energy  is  stored  up  in  the 
separated  atoms.    If  they  again  unite,  the  potential  energy 
they  contain  is  again  converted  into  kinetic  energy,  which 
appears  to  us  as  light  and  heat ;  as,  for  instance,  when  a 
flame  is  produced  by  the  combination  of  oxygen  and  hydrogen. 
By  means  of  a  thermopile,  the  heat  produced  might  be  re- 
converted into  electrical  movement,  which  would  be  found 
exactly  equal  to  the  amount  originally  required  to  spht  up 
the  water.    Nothing  would  be  lost. 

We  thus  see  that  nature  possesses  a  certain  store  of 
kinetic  energy,  which  can  in  no  way  be  either  increased  or 
diminished.  If  one  part  of  matter  comes  to  rest,  another 
part  is  set  in  motion.  Movement  of  masses  is  converted  mto 
movement  of  molecules,  molecular  movement  into  movement 
of  masses ;  kinetic  energy  into  potential  energy,  and  potential 
energy  into  kinetic  energy.  The  sum  total  of  aU  potential 
energy  and  of  all  kinetic  energy  always  remains  the  same. 
This  law  is  called  the  Law  of  the  Conservation  of  Energy. 

All  movements  on  the  surface  of  the  earth  (with  the 
single  exception  of  the  tides,  which  are  connected  with  the 
rotation  of  the  earth  on  its  axis)  may  be  traced  back  to  one 
common  source,  to  the  sun's  rays  of  light  and  heat.  The 
varying  degree  of  heat  of  the  different  layers  m  air  and 
water  is  the  cause  of  all  currents  of  sea  and  air,  the  storms 
and  winds.  Sailing  vessels  and  windmills  are  moved  by 
sunbeams.  By  using  up  the  kinetic  energy  of  the  sun's  heat, 
vapour  arises  from  the  surface  of  water,  and  is  raised  to  the 
higher  layers  of  the  atmosphere.    If  the  vapoiu-  is  condensed 
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in  the  colder  upper  regions,  the  kinetic  energy  of  the  waves 
of  ether  reappears  as  the  kinetic  energy  of  the  falling  rain- 
drops, or,  when  the  raindrops  collect,  as  the  kinetic  energy 
of  flowing  brooks  and  rivers.  It  is  sunlight  that  reappears 
in  the  sparks  from  the  millstone  ;  it  is  the  sun's  heat  which 
issues  from  the  glowing  hammers  and  saws,  wheels,  axles, 
and  rollers  of  all  machines  set  in  motion  by  water. 

We  now  come  to  the  question  of  the  forms  of  energy 
and  motion  which  are  met  with  in  vital  processes.  We 
have  seen  that  the  plant  is  always  taking  up  carbonic  acid 
and  water,  separatmg  the  oxygen  from  these  compounds, 
and  thereby  forming  other  compounds  poorer  in  oxygen  and 
with  a  great  afBuity  for  oxygen.     There  is  thus  a  large 
reserve  of  chemical  potential  energy  stored  up  in  the  plant. 
By  combustion  of  the  plant,  by  reunion  of  its  constituents 
with  oxygen,  we  can  convert  this  potential  energy  into  heat, 
and  the  heat,  by  means  of  steam-engines,  into  mechanical 
work.    Now,  what  is  the  source  of  this  chemical  potential 
energy  ?    It  cannot  have  originated  from  nothing.    Force  is 
eternal.    But  no  potential  energy  is  conveyed  to  the  plant 
by  its  food.    Carbonic  acid  and  water  are  fully  oxidized 
compounds  ;  they  cannot  produce  movement,  any  more  than 
the  stone  lying  on  the  ground.    Not  till  the  stone  is  raised 
by  the  employment  of  kinetic  energy,  can  it  fall  down ;  and 
not  till  the  oxygen  is  separated  from  the  carbon  and  hydrogen 
m  the  plant,  by  the  employment  of  kinetic  energy,  can 
chemical  potential  energy  arise  in  it,  to  be  converted  into 
light  and  heat  and  mechanical  work.    The  force  which  effects 
the  separation  of  the  oxygen  in  the  plant  is,  again,  nothing 
but  sunlight.    We  know  that  the  plant  liberates  oxygen  only 
so  long  as  sunshine  reaches  it,  and  that  the  amount  of 
oxygen  set  free  varies  in  proportion  to  the  intensity  of  the 
hght.    This  maintenance  of  the  proportion  was  proved  by 
VVolkoff   by  the  following  simple  experiment. 

*  Al.  von.  Wolkoff,  Jahrh.f.  whmnsch.  Botanik.,  vol.  v.  p.  1 :  1866. 
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Wolkoff  counted  the  gas-bubbles  which  arose  from  water- 
plants  when  the  rays  of  the  sun,  conducted  through  a  flat 
piece  of  ground  glass,  were  allowed  to  fall  upon  them.  The 
water-plants  were  in  a  glass  vessel,  which  could  be  moved  to 
any  distance  from  the  light  as  required.    The  intensity  of 
the  light  is  well  known  to  be  in  inverse  proportion  to  the 
square  of  the  distance  from  the  point  of  light.   Wolkoff  found 
that  the  number  of  oxygen-bubbles  was  increased  and 
diminished  in  simple  proportion  to  the  intensity  of  the  hght. 

Van  Tieghem*  obtained  the  same  result  when  he  tried 
the  experiment  with  artificial  hght.  The  number  of  gas- 
bubbles  from  the  water-plants  diminished  as  the  square  of 
the  distance  from  the  candle. 

There  can  be,  therefore,  no  doubt  that  all  the  potential 
energy  of  vegetable  substances  is  converted  sunhght.  It 
is  sunhght  that  reappears  in  the  fire  of  burning  wood.    It  is 
sunhght  that  gives  us  hght  in  the  form  of  gas-jets  and 
petroleum  flames.     The  gashght  which  at  this  moment 
illuminates  us,  has  shone  on  our  earth  before,  millions  and 
miUions  of  years  ago ;  it  has  lain  dormant  in  our  earth  or 
millions  of  years,  and  reappears  again  at  this  moment.  The 
whole  immense  store  of  force  which  lies  in  the  vast  coal 
strata,  which  sets  all  machines  and  locomotives  m  motion, 
is  only  the  fixed  kmetic  energy  of  sunhght  which  was  once 
shining  upon  the  luxmiant  vegetation  of  the  prehistoric 

"""'^The  substances  formed  by  plants  serve  as  food  for  animals. 
The  oxygen  which  is  liberated  from  the  water  and  carbonic 
acid  in  the  plant  by  the  kinetic  energy  of  sunlight,  is  m  the 
Animal  body  again  united  with  compounds  that  are  deficien 
in  oxygen,  and  the  ultimate  products  of  this  combination  a  e 
•  again  given  off  as  carbonic  acid  and  water,  the  same  simple 
.  stances  which  serve  the  plant  as  food.    The  chemica 
potential  energy  of  nutrition  is  thus  used  up.    But,  as  no 

*  Vau  Tiogliem,  Compl.  reml,  t.  Ixix.  p.  482  :  18G9. 
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force  can  perish,  we  must  expect  to  find  an  equivalent 
amount  of  other  forces  appearing  in  the  animal  body.  And, 
indeed,  we  know  that,  firstly,  all  animals  have  a  temperature 
higher  than  that  of  their  surroundings,  that  they  are  thus 
continually  producing  heat ;  and  that,  secondly,  they  carry 
out  movements,  or  perform  work. 

The  sum  of  the  work  executed  by  an  animal,  and  of  the 
heat  which  it  gives  out,  must  therefore  be  exactly  equivalent 
to  the  chemical  potential  energy  taken  up  in  nutrition,  and 
to  the  kinetic  energy  of  sunlight  used  up  in  the  production 
of  this  potential  energy  in  the  plant. 

The  difficulties  of  obtaining  precise  experimental  proof 
of  this  equivalence  are  very  great.  So  far  as  the  precision 
hitherto  attained  allows  us  to  judge,  direct  experiments  prove 
that  such  equivalence  does  exist ;  that  the  amount  of  heat 
and  work  produced  by  an  animal,  expressed  in  units  of  heat, 
is  equal  to  the  amount  of  heat  generated  by  the  food-stuff  of 
the  animal  when  burnt  outside  the  organism-. 

The  first  experiment  of  this  kind  was  carried  out  by 
Lavoisier  *  as  early  as  the  year  1780.  The  object  was  to 
prove  that  combustion  is  the  sole  source  of  animal  heat. 
A  guinea-pig  was  placed  in  an  ice-calorimeter,  and  the 
quantity  of  water  produced  in  ten  hours,  by  the  thawing  of 
the  ice,  was  measured.  It  amounted  to  341-08  grms.  The 
same  guinea-pig  was  then  put  imder  a  bell-jar  over  mercury. 
A  current  of  air  was  passed  through  the  bell-jar,  and  then 
conducted  through  caustic  potash,  which  retained  the  carbonic 
acid.  The  amount  of  the  latter  was  quantitively  determined. 
The  mean  of  several  experiments  showed  that  the  guinea- 
pig  in  ten  hom-s  gave  out  3-333  grms.  of  carbon  in  the  form 
of  carbonic  acid.  Lavoisier  and  Laplace  had  previously,  by 
means  of  the  calorimeter,  determined  the  heat  of  combustion 
of  carbon,  and  found  that  3  333  grms.  of  carbon  melted  326-76 
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grms.  of  ice.  Were  Lavoisier's  hypothesis,  that  animal-heat 
arises  from  the  combustion  of  the  carbon  in  the  food-stuffs, 
correct,  the  amount  of  heat  or  of  ice-water  found  in  the  above 
experiment  on  an  animal  would  necessarily  be  precisely  as 
great  as  in  the  combustion  of  the  carbon,  provided  the 
production  of  carbonic  acid  were  the  same  in  both  instances. 
As  a  matter  of  fact,  it  was  found  thus— 

341-08 

It  was  a  mere  chance  that  the  numbers  approximated  each 
other  so  closely.    Any  one  with  our  present  knowledge,  who 
criticized  the  experiment,  would  easily  discover  numerous 
sources  of  error.    Indeed,  its  chief  defects  did  not  escape 
Lavoisier's  penetration.     He  had  already  discovered  that 
the  whole  of  the  oxygen  inspired  did  not  reappear  in  the 
carbonic  acid  exhaled,  and  he  therefore  assumed  that  the 
oxygen  which  had  disappeared  went  to  form  water.  Lavoisier 
had  further  observed  that  the  temperature  of  the  animal  in 
the  calorimeter  was  lower  at  the  conclusion  of  the  experiment 
than  at  the  commencement ;  that  the  animal  therefore,  during 
the  progress  of  the  experiment,  partially  lost  its  heat,  which 
arose  from  combustion  that  took  place  before  the  experiment 
began,  and  which  did  not,  therefore,  correspond  to  the  amount 
of  carbonic  acid  exhaled  during  the  experiment.    For  both 
reasons,  the  quantity  of  water  produced  by  melting  must 
be  greater  than  what  would  correspond  to  the  carbonic  acid 

produced.  .  .  , 

The  necessity  for  a  more  exact  repetition  of  Lavoisier  s 
experiments  was  soon  afterwards  recognized  by  the  French 
Academy;  and  in  1822  they  offered  a  prize  on  the  subject 
of  the  source  of  animal-heat.  There  were  two  competitors, 
Despretz  and  Dulong.  The  prize  was  awarded  to  Despretz, 
and  his  work  appeared  in  the  year  1824.*    Dulong's  work, 

•  DeBpretz,«Recherche8Czpenmeutales8urlcscmises_delac^^^ 
Paris,  1824  ;  ako  Ann.  de  cliim.  et  de  plnj^.,  t.  xxvi.  p.  3.^^ :  1821. 
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■which  was  earned  out  on  the  same  principle,  was  not  printed 
till  after  his  death.* 

Both  experimenters  made  use  of  a  water-calorimeter.  The 
animal  heing  in  the  calorimeter,  atmospheric  air  was  passed 
from  one  gasometer  through  the  air-chamber  immediately 
around  the  animal,  and  collected  in  another  gasometer.  In 
this  way  the  quantity  of  the  oxygen  used  up,  and  carbonic 
acid  formed,  was  determined.  The  latter  did  not  correspond 
to  all  the  oxygen  consumed ;  the  excess  of  oxygen  was  sup- 
posed to  have  united  with  hydrogen  to  form  water.  The  heat 
of  combustion  6i  hydrogen  and  carbon  was  calculated  from 
the  figures  given  by  Lavoisier  and  Laplace.  The  amount  of 
heat  estimated  in  this  way  was  compared  with  the  amount 
of  heat  produced  in  the  calorimeter.  Both  Despretz  and 
Dulong  found  the  amount  of  the  former  smaller  than  of  the 
latter.  In  the  experiments  of  Dulong,  the  number  calculated 
amounted  fi'om  68-8  to  83-3  per  cent,  of  the  number  found; 
in  those  of  Despretz,  from  74-0  to  90-4  per  cent. 

Among  the  numerous  sources  of  error  in  this  calculation, 
the  following  maybe  specially  noticed :  1.  The  numbers  given 
by  Lavoisier  and  Laplace,  which  form  the  basis  of  the  com- 
parison, are,  as  subsequent  and  more  exact  investigation  has 
shown,  too  low.  2.  The  heat  of  combustion  of  the  food- 
stuffs is  not  equivalent  to  that  of  their  component  elements, 
but  a  little  less,  since  a  certain  amount  of  kinetic  energy  is 
used  up  in  the  decomposition  of  these  nutrient  materials. 
3.  The  quantity  of  carbonic  acid  in  the  expired  air  must  be 
too  small,  since  the  gas  in  the  gasometer  was  confined  over 
water,  which  would  absorb  some  of  the  carbonic  acid.  4. 
The  time  occupied  by  the  experiment  was  much  too  short ;  it 
was  only  two  hours.  The  processes  of  combustion  and  the 
taking  up  of  oxygen  or  elimination  of  carbonic  acid  are  not 

8er*iiff?n  ilf  '"J  P^"J^- 
llsZL:  VS  \]  t  -  "^^^  la  chaloui-,  trouvees  dans 

es  papiers  de  M.  Duloug,"  Ann.  de  ckim  ct  dc  phys.,  sci-.  iii.  t.  viii.  p.  180: 
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proportional  in  every  short  interval;  only  during  longer 
periods  is  there  an  approximate  correspondence.  The  quan- 
tities of  oxygen  and  carbonic  acid,  and  of  the  intermediate 
products  of  combustion  contained  in  the  tissues  of  the 
body,  vary  greatly  at  different  times. 

At  a  later  period  Gavarret*  calculated  the  numbers 
obtained  by  Dulong  and  Despretz,  and,  by  correcting  certain 
errors,  found  the  values  84-7  to  101-8  per  cent.,  as  a  mean 
92-3  per  cent. ;  instead  of  the  proportion  of  74-0  to  90-4  per 
cent.,  as  found  by  Dulong  and  Despretz. 

The  movements  of  the  animal  whilst  confined  in  the 
calorimeter  must  have  been  almost  entirely  converted  into 
heat  and  observed  as  such ;  they  must  have  produced  heat 
by  the  mutual  friction  of  the  parts  moved,  by  the  rubbing 
of  the  animal  against  the  walls  of  its  cage,  and  by  the 
movements  of  the  water  in  the  calorimeter  thus  set  up. 

Exact  experiments  such  as  could  be  made  with  our 
modern  knowledge  and  modes  of  research  have  not  yet  been 
carried  out.  The  results  at  present  obtained  suffice  to  prove 
that  the  law  of  the  conservation  of  energy  rules  in  the  depart- 
ment of  animal  life.  The  temperature  of  our  body,  om-  move- 
ments, all  our  vital  functions— so  far  as  they  are  perceptible 
to  our  senses— are  transmuted  sunhght. 

We  may  now  inquire  into  the  relation  borne  by  our 
psychical  processes  to  the  conservation  of  energy.  Are  all 
our  feelings,  emotions,  instincts,  ideas  only  converted  sun- 
light, or  must  we  assume  that  the  world  of  the  internal  sense 
does  not  obey  the  great  uniform  law  to  which  the  whole  world 
of  the  external  senses  yields  constant  and  unwavering  alle- 
giance ? 

It  is  beyond  doubt  that  there  is  a  certain  causal  con- 
nection between  psychical  processes  and  certain  material 
forms  of  motion  in  our  bodies.    Sensation  is  excited  by  a 
process  of  movement  ,  in  the  nervous  system.    A  muscular 
*  Gavarret,  "  De  la  clialeur  pxoduite  par  les  fetres  vivauts : "  1855. 
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contraction  is  the  result  of  an  imiDulse  of  the  will.  But  the 
question  arises  as  to  the  nature  of  this  causal  connection. 
Is  it  really  a  causal  connection  of  the  same  kind  as  the  law 
of  the  conservation  of  energy  demands,  that  proportion  should 
exist  between  cause  and  effect  ?  Or  have  we  to  deal  with  other 
kinds  of  causal  connection  ? 

Above  all  things,  we  must  sharply  distinguish  between 
an  immediate  cause  and  an  ultimate  cause,  a  distinction  so 
necessary  for  the  comprehension  of  physiological  processes 
that  I  may  be  permitted. to  give  one  or  two  illustrations.  It 
is  usual  to  define  the  cutting  through  of  a  string  by  which 
a  weight  is  held  up,  as  the  cause  of  falling.  But  the  real 
cause  is  the  work  which  has  been  performed  in  raising  the 
weight.  This  is  proportional  to  the  kinetic  energy  of  the 
falling  weight.  If  the  lifting  is  effected  by  muscular  force, 
the  latter  owes  its  origin  to  the  chemical  potential  forces  of 
food,  which  were  originally  derived  from  the  kinetic  energy 
of  sunlight  in  the  plant.  If  the  falling,  weight  strikes  the 
ground,  the  energy  of  sunlight  again  makes  its  appearance  as 
heat.  All  these  forces,  the  kinetic  energy  of  the  sunlight, 
the  chemical  potential  energy  of  food,  the  kinetic  energy  of 
muscular  movement,  the  potential  energy  of  the  lifted  weight, 
the  heat  produced  by  the  falling  weight,  etc.,  are  related  as 
cause  and  effect ;  they  are  proportional  and  equivalent — the 
same  thing  appearing  in  different  shapes.  The  effect  is  the 
cause  itself  in  a  changed  form.  Cutting  the  string  is  only 
the  immediate  or  exciting  cause,  the  impetus  which  starts  the 
conversion  of  cause  into  effect,  of  potential  into  kinetic  energy. 
Between  the  exciting  cause  or  "  liberating  force,"  as  it  is  also 
called,  and  the  effect,  there  is  no  sort  of  proportion.  The 
weight  may  be  hung  up  by  a  string,  and  the  latter  cut  through 
with  a  razor,  or  the  same  weight  may  be  hung  up  by  a  rope, 
and  the  latter  shot  through  by  a  cannon-ball— the  kinetic 
energy  of  the  falling  stone  remains  the  same. 

The  movement  of  a  locomotive  is  transmuted  heat;  the 
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heat  is  produced  by  chemical  potential  energy,  by  the  affinity 
of  the  fuel  for  oxygen ;  the  chemical  potential  energy  is  the 
converted  energy  of  sunlight.    The  kinetic  energy  of  the 
moving  engine  is  completely  used  up  in  overcoming  friction. 
The  heat  which  causes  the  movement  of  the  locomotive 
appears  again  in  the  heated  rails,  wheels,  and  axles.    It  is 
the  same  heat  which,  as  the  heat  of  the  sun,  produced  the 
chemical  potential  energy  in  the  plant.    The  energy  of  the 
sunHght,  the  potential  energy  of  the  fuel,  the  heat  of 
the  furnace,  the  kinetic  energy  of  the  engine,  the  heat  pro- 
duced by  friction,  are  all  proportional  and  equivalent ;  they 
are  identical.    The  flame,  which  was  used  to  light  the  fire  in 
the  furnace,  is  merely  the  exciting  cause  of  the  conversion  of 
chemical  energy  into  heat ;  the  amount  of  heat  produced  is 
totally  independent  of  it.    A  single  lucifer  match  may  set 
fire  to  one  pound  or  a  thousand  pounds  of  wood,  or  even  to 
a  whole  forest ;  but  the  heat  produced  is  in  proportion  to  the 
amount  of  chemical  energy  used  up,  and  is  entirely  inde- 
pendent of  the  liberating  force. 

In  the  case  of  a  rifle,  the  pulling  of  the  trigger  constitutes 
the  liberating  force  for  converting  the  potential  energy  of 
the  spring  into  the  kinetic  energy  of  the  falling  hammer. 
The  energy  of  the  hammer  is  converted  into  molecular  move- 
ment, which  again  acts  as  a  liberatmg  force  in  causing  the 
explosion  of  the  percussion-cap ;  this  explosion  acts  as  the 
exciting  cause  for  the  conversion  of  the  chemical  potential 
energy  of  the  powder  into  the  kinetic  energy  of  the  ball. 

In  addition  to  the  ultimate  cause,  and  the  exciting 
cause,  a  third  factor  is  generally  required  in  the  production 
of  a  definite  result,  which  I  will  call  the  determining  factor. 
In  the  last  illustration,  the  determining  factor  for  the  pro- 
jection of  the  bullet  is  to  be  found  in  the  fact  that  the  latter 
is  contained  in  the  barrel  of  the  rifle,  and  thus  only  able  to 
pass  in  one  direction.  For  the  production  of  a  definite 
movement,  a  certain  arrangement  of  surrounding  objects  is 
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a  necessary  determining  factor.  We  can  then  distinguish 
between  three  sorts  of  causes:  the  ultimate  cause,  the  exciting 
cause,  and  the  determining  cause. 

It  must  be  observed  that  in  certain  exceptional  cases 
there  is  a  certain  proportion  between  the  effect  and  the 
exciting  cause.  A  well-known  instance  of  this  is  seen  in  the 
drawing  up  of  a  sluice.  The  work  performed  in  raising  it  is 
in  proportion  to  the  cross  section  of  the  falling  current  of 
water,  and  to  the  kinetic  energy  of  the  water.  Nevertheless, 
the  drawing  up  of  the  sluice  is  only  the  exciting  cause  which 
converts  the  potential  energy  of  the  quiescent  water  into  the 
kinetic  energy  of  water  in  motion. 

Similarly,  if  we  have  a  number  of  weights  hung  up  by 
strings  of  uniform  size,  the  work  done  in  cutting  through  the 
strings  will  be  in  proportion  to  theii-  number,  and  conse- 
quently in  proportion  to  the  kinetic  energy  of  the  falling 
weights.    And  yet  the  cutting  is  only  the  exciting  cause. 

We  may  now  return  to  the  question  as  to  the  rela!it)n 
between  psychical  and  physical  processes. 

The  impulse  of  the  will  and  muscular  contraction 
certainly  do  not  stand  to  each  other  in  the  relation  of  cause 
and  effect  in  the  limited  sense.  The  impulse  of  the  will  is 
merely  the  exciting  cause.  The  ultimate  cause  is  the 
chemical  potential  energy  of  the  food  which  is  used  up  in 
the  muscle,  and  is  therefore  converted  sunlight.  But  the 
impulse  of  the  will  does  not  even  afford  the  direct  impetus 
for  the  conversion  of  chemical  energy  into  the  kinetic  energy 
of  muscle.  There  is  probably  a  long  chain  of  causes,  such 
as  processes  in  the  brain,  nervous  system,  and  muscle, 
analogous  to  those  shown  to  exist  in  the  illustration  of 
the  rifle. 


The  question  as  to  the  nature  of  the  causal  connection 
between  stimulation  of  the  senses  and  the  sensations  them- 
selves, is  much  more  difficult  to  decide.  Here  there  is 
undoubtedly  quantitative  proportion.    The  intensity  of  the 
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sensation  increases  with  the  strength  of  the  stimulation  ;  but 
is  there  any  proportionate  relation  between  the  two  ? 

We  shall  not  be  able  to  decide  this  question,  so  long  as 
we  possess  no  means  of  measuring  the  intensity  of  sensations, 
or  of  any  other  psychical  conditions  and  processes;  in  the 
present  state  of  human  knowledge  and  of  human  intellect,  it 
appears  quite  inconceivable  that  such  means  should  ever  be 
discovered.*  We  are,  therefore,  unable  to  answer  the  question 
whether  the  manifestations  of  the  soul  follow  the  law  of  the 
conservation  of  force,  and  whether  they  are  transmuted  sun- 
light. 

I  must  note  that  there  is  probably,  in  the  afferent  and 
central  organs,  a  chain  of  processes  intervening  between 
stimulation  and  sensation,  as  there  is  between  will  and 
muscular  action.  We  are  quite  unable  to  decide  whether 
the  last  form  of  motion,  which  reaches  the  brain  as  the 
result  of  stimulation,  is  converted  into  sensation,  or  only 
serves  as  an  impulse  originating  sensation,  possibly  from 
chemical  potential  energy.  It  is  conceivable  that  an  entirely 
new  and  particular  kind  of  causal  connection  may  be  at 

work  in  this  case. 

The  theory  has,  nevertheless,  often  been  advanced  that 
there  is  an  exhaustion  of  chemical  potential  energy,  of  food- 
substances,  corresponding  to  the  performance  of  psychical 
functions.  People  have  even  tried  to  prove  experimentally 
that  intellectual  exertion  has  an  influence  on  change  of 
tissue,  as  shown  by  the  amount  of  excretions.  All  these 
experiments  faH  on  account  of  the  impossibility  of  measurmg 
intellectual  exertion,  of  even  deciding  whether  it  was  greater 

*  Fechner  ("Elemente  der  PsychophyBik : "  Leipzig,  1S60),  taking  Weber's 
law  as  his  starting-point,  (viz.  that  the  increase  of  stimulation  must  grow  m 
pxlortion  to  the  stimulation  already  CKistiug,  in  order  to  produce  a  scarcely 
rrcept  ble  increase  of  sensation),  arrives  at  the  conclusion  that  sensations  are 
percepuuie  ,„„„,ithm  of  the  stimulation.  Attention  has  frequently  been 

oJ  "ensation,  upon  which  the  computation  is  founded,  is  purely  arb.trary.  ih>s 
is  not  the  place  to  enter  more  fully  into  this  subject. 
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or  less.  A  man  who  shuts  himself  up  in  a  dark  room,  with 
the  intention  of  keeping  his  mind  a  blank,  may  involun- 
tarily exercise  it  more  than  if  he  were  to  sit  down  to  his 
books  with  the  intention  of  exerting  all  his  intellectual 
faculties ;  besides,  we  ought  to  take  into  consideration  the 
emotions,  which  probably  far  exceed  all  mental  exertions  in 
the  expenditure  of  energy,  and  which  we  cannot  call  into 
play  or  dismiss  at  will. 

We  must  consider,  moreover,  that  the  weight  of  the  brain 
is  less  than  2  per  cent,  of  the  weight  of  the  body,  and  that 
only  a  portion  of  the  brain  is  employed  in  mental  func- 
tions. Even  if  the  metabolism  of  this  organ  were,  by  higher 
psychical  activity,  promoted  to  the  utmost,  we  could  not 
expect  to  recognize  this  fact  in  an  increase  of  the  total 
metabolism.  Even  if  it  could  be  distinguished,  we  should 
not  be  justified  in  concluding  that  the  work  of  the  mind 
was  converted  potential  energy.  The  connection  might  be  an 
indirect  one. 

With  a  knowledge  of  this  point  of  view,  the  beginner  will 
be  in  a  position  to  peruse  critically  the  works*  that  have 
appeared  concerning  the  influence  of.  mental  work  on  meta- 
bolism. 

In  recapitulatmg  the  main  features  of  our  previous 
remarks,  the  following  contrasts  strike  us  in  the  changes 
that  animal  and  vegetable  substances  undergo : — 

1.  The  plant  forms  organic  substances;  the  animal 
destroys  organic  substances.  The  vital  process  in  the  plant 
is  synthetic,  in  the  animal  analytic. 

2.  The  life  of  the  plant  is  a  process  of  reduction ;  the 
life  of  the  animal  a  process  of  oxidation. 

3.  The  plant  uses  up   kinetic   energy   and  produces 

_*  BoGcker,  Beitr.  z.  Eeilkunde :  1849;  Hammond,  Amer.  Journal  of  Medical 
Sconces,  p  330:  185G;  Sam.  Hax.ghton,  DnhUn  Quarterly  Journal  of  Medical 

Sr'^'o?;     ;  f  "  =  '^''"'•"«^  "/  ^""'"'"y  «'«^  I'lrn'ol;  vol.  V.  p. 

T  /'"^'''^'•'neister,  Handb.  d.  Pathol,  u.  Therap.  dea  Fiebers,  p.  196- 

a^eipzig,  1875;  fepcck,  Arch.f  cxper.  Path.  u.  Pharm.,  vol.  xv.  p.  81 :  1882. 


44 


LECTUEE  III. 


potential  energy ;  the  animal  uses  up  potential  energy  and 
produces  kinetic  energy. 

But  "nature  takes  no  leaps."  In  morphology, no  definite 
demarcation  can  be  drawn  between  plants  and  animals ;  in 
the  same  way,  the  contrast  between  them  disappears,  when 
we  examine  the  two  kingdoms  in  relation  to  the  conversion 
of  energy  and  metabolic  processes  which  they  exhibit. 

There  are  unicellular  beings,  without  chlorophyll,  such 
as  fungi  and  bacteria,  which  are  incapable  of  assimilating 
the  carbon  of  carbonic  acid.     It  must  be  brought  to  them 
as  an  organic  compound,  as  sugar,  tartaric  acid,  etc.  Here 
they  resemble  animals.    But  they  can  assimilate  nitrogen 
in  inorganic  compounds,  as  ammonia  and  nitric  acid;  here 
they  resemble  plants.    The  fungi  and  bacteria,  which  cause 
fermentation  and  processes  of  decomposition  (see  Lecture  X.), 
use  up  chemical  potential  energy  and  develop  kinetic  energy, 
heat  and  movement ;  again  behaving  like  animals.    But  by 
synthesis  they  form  albumen  from  ammonia  and  sugar, 
thus  again  behaving  Hke  plants.    In  our  future  observations, 
we  shall  see  that  in  every  cell,  even  of  the  most  highly 
organized  animal,  synthetic  "processes  occur  side  by  side  with 
processes  of  decomposition,  as  they  do  in  the  cells  of  plants. 
Within  the  rigid  cellulose- wall  of  every  vegetable  cell  is  a  con- 
tractile protoplasmic  body  which  breathes  and  performs 
"active"  movements  like  every  animal.    In  every  part  of 
a  plant,  oxygen  is  used  up  and  carbonic  acid  produced,  as 
in  every  animal ;  only  that,  in  the  parts  of  the  plant  which 
have  chlorophyll,  this  process  of  oxidation  is  hidden  by  the 
more  powerful  process  of  reduction.     But  even  this  only 
takes  place  so  long  as  sunlight  shines  upon  those  particular 
parts.     In  the  dark,  the  parts  of  the  plant  containing 
chlorophyll  breathe  like  animals ;  the  parts  without  chloro- 
phyll do  so  in  the  sunlight  as  well. 

The  contrast  disappears,  however,  still  more  completely 
in  certain  highly  organized  phanerogams,  so-called  para- 
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sites,  which  do  not  possess  chlorophyll,  and  which  derive  their 
nourishment  from  the  organic  suhstanees  formed  by  other 
plants.  The  Monotropa,  for  instance,  is,  in  morphological 
structure,  a  Pyrolacea,  but,  in  its  metabolism,  it  is  an 
animal. 

On  the  other  hand,  there  are  animals  which  contain 
chlorophyll.  Certain  worms  (Planariae)  and  CcElenterat® 
{Hydra  viridis)  have  chlorophyll-granules,  seek  sunlight,  and 
give  off  oxygen  in  the  light,  but  soon  die  if  kept  in  the 
dark.*  It  has,  however,  been  more  recently  shown  by  Geza 
Entz  t  and  Karl  Brandt  J  that  the  chlorophyll-granules  are 
not  free  in  the  tissues  of  the  above-mentioned  animals,  but 
are  enclosed  in  unicellular  algse,  which  live  in  these  animals 
as  "  symbionta."  §  But  the  chlorophyll-granules  in  plants 
may  be  hkewise  only  symbionta.  So  far  it  is  certain  that 
they  never  arise  in  the  tissues  of  plants  in  any  other  way 
than  by  division  of  other  chlorophyll-granules  already 
there.  II    Besides  this,  Engelmann  ^  has  shown  that  certain 

*  P.  Geddes,  Compt.  rend.,  t.  Ixxxvil  p.  1095:  ]878;  and  Proa.  Bov  Son 
vol.  xxviii.  p.  449 :  1879.  '  ^" 

t  Geza  Eutz,  Ueber  die  Natur  der  "  Ghlorophjlikorperchen »  niederer 
Tliicre,  Biolog.  Centralblatt,  vol.  i.  No.  21,  p.  646  :  Januarl  20,  1882. 

t  Karl  Brandt,  Verh.  d.  pliysiol.  Gesellsch. :  Berlin/ November  11  1881- 
Biolog.  Oentralhlatt,  vol.  i.  No.  17,  p.  524 ;  Arch.  /.  Ar)kt.  u.  Physiol,  p.  125  '• 
1882;  Miltheihmgen  a.  d.  Zoolog.  Station  zu  Neapel,  vok'iv.  p.  191  •  1883 

§  The  term  "symbionta"  is  applied  to  those  parasites  which  do  no  harm  to 
their  hosts,  each  being  of  mutual  assistance'  to  the  other.  A  known  instance 
of  symbiosis  occurs  in  the  relationship  between  algj^  and  fungi  iu  the  thallua 
ot^  herpes  (Flechtea  thallus),  discovered  by  Schwendener  fNao-eli's  Beitr  z 
ivuBensch.  Bot.,  heft  ii.,  iii.,  and  iv. :  Leipzig,  1860-68).  The  more  recent  discovery 
of  numerous  examples  of  symbiosis  is  undoubtedly  an  acquisition  of  the  Rreatest 
importance  in  every  branch  of  physiology.    The  name  "  Symbiosis  "  wa!  fntro- 

Ser'l87'.    7'-".'''\'"'"'"""^  ^-"^'^S'  Strasbourg: 

found  in  O   H  <°  ^^^^'f^^^  of  the  literature  of  this  subject  will  be 

iret:^h%X''UX'.''"'^°^^  ''''  Genossensehaftslebeu  im 
II  Arthur  Meyer,  "Das  Chlorophyllkorn,"  p.  55-  Leinzir-  1SS<?  •  A   P  w 

Schmiper  /«;.W,.o/.r  fUr  ^issensch.  LaniJc,  voL  vL  p.  188  t'ssf  An  acLut 
i'^f  w  «"^'J«°'  ^^ill     ^onnd  here. 

emnloved  Z  ^^^^ov's  Arch.,  vol.  xxxii.  p.  80  : ^883.    The  method 

was  based  on  the  fact  that  certain  bacteria,  eager  for  oxvgon,  swarm  round  the 
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infusoriaV  Voxtieellae,  contain  chlorophyll  diffused  in  their 
plasma,  which-  likewise  gives  off  oxygen  in  sunshine. 

It  follows  that  a  complete  antithesis  between  interchange 
of  force  and  matter  in  animals  and  plants  does  not  exist ;  * 
and  it  will  be  henceforward  impossible  to  separate  the 
physiological  chemistry  of  the  vegetable  from  that  of  the 
animal  world.  The  more  our  knowledge  of  each  section  of 
science  advances,  the  more  the  two  become  fused  together. 

cells  containing  chlorophyll.  Compare  the  earlier  and  highly  interesting  treatises 
of  Engelmann  in  Pfluger's  Arch.,  vol.  xxv.  p.  285  :  1881 ;  vol.  xxvi.  p.  537 : 
1881 ;  vol.  xxvii.  p.  485  :  1882 ;  and  vol.  xxx.  p.  95  :  1883. 

*  Comp.  CI.  Bernard,  "  Lemons  sur  les  phenomfenes  de  la  vie,  communa  aux 
animaux  et  aux  vege'taux  : "  Paris,  1878. 
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HUMAN  NUTRITION  DEFINITION  AND  CLASSIFICATION  OF  FOOD-SUB- 
STANCES— ORGANIC  FOOD-STUFFS — ALBUMEN  AND  GELATIN. 

Our  observations  up  to  this  point  have  shown  us  that  the 
constituents  of  our  body  are  subject  to  a  constant  circulation, 
to  uninterrupted  change.    The  materials  which  we  take  into 
our  body  to  replace  the  loss  which  is  always  going  on  in  this 
circulation,  are  called  food-substances.     This  is  the  defini- 
tion of  the  term  food-substances  which  is  still  met  with  in 
most  text-books.    But  this  definition  is  incomplete;  it  does 
not  cover  the  whole  meaning  of  food-substance;  it  dates 
from  the  time  before  the  law  of  the  conservation  of  energy 
was  discovered.    According  to  this  definition,  water  would  be 
the  most  important  food-stuff,  for  our  body  contains  63  per 
cent,  of  water,  which  is  constantly  being  given  off  by  the  -lungs, 
the  skin,  and  the  kidneys  ;  and  this  loss  can  only  be  replaced 
by  the  introduction  of  a  fresh  supply.    The  rudest  form  of 
empiricism,  untutored  common  sense,  is  opposed  to  this  in- 
terpretation, as  no  one  would  think  of  calling  water  "  nutri- 
tious."   Now,  why  is  water  not  nutritious  ?    For  the  simple 
reason  that  no  potential  energy  is  conveyed  to  the  body  by 
water.   Water  is  a  saturated  compound  ;  it  as  little  produces 
movement  as  a  stone  lying  on  the  ground.    The  stone  cannot 
lall  till  It  has  been  raised  from  the  ground  by  the  employ- 
ment  of  kmetic  energy;  and  not  until  the  atoms  of  oxygen 
have  been  separated  from  the  atoms  of  hydrogen  and  car- 
bonic acid  by  the  kinetic  energy  of  sunlight,  is  the  plant 
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enabled  to  store  up  that  potential  energy  which  gives  rise  to 
all  the  forms  of  kinetic  energy  contributing  to  animal  life. 

We  shall,  therefore,  include  under  the  term  "  food-stuffs  " 
those  substances  which  are  a  source  of  energy  in  the  body, 
as  well  as  those  which  replace  the  lost  constituents  of  the 
body.    There  are  substances  in  our  food  which  never  become 
integral  constituents  of  our  tissues,  but  which  go  to  form  a 
source  of  -kinetic  energy.    To  these  belong  the  organic  acids 
so  widely  diffused  in  vegetable  food,  such  as  tartaric  acid, 
citric  acid,  and  malic  acid,  which  are  never  concerned  in  the 
formation  of  the  tissues,  but  are  burnt  up  to  form  carbonic 
acid  and  water,  with  the  liberation  of  kinetic  energy,  which 
might  be  used  for  the  performance  of  normal  functions.  ^  To 
these  we  may  perhaps  add  the  carbohydrates,  which  Hke- 
wise  do  not  appear  to  be  employed  in  the  building-up  of 
tissues,  although  we  know  for  a  fact  that  they  are  the  prin- 
cipal source  of  muscular  work.    Hence  they  are  always 
circulating  through  all  the  organs  of  ihe  body  in  the  plasma 
of  blood  and  lymph.    They  are,  indeed,  also  found  deposited 
in  the  tissues  in  the  form  of  glycogen,  but  these  deposits 
cannot  be  regarded  as  integral  constituents  of  the  hving 
tissues;  they. are  only  stores  of  potential  energy  which  dis- 
appear during  muscular  work;  they  are  as  little  parts  of 
our  organism  as  coal  is  a  part  of  the  steam-engine.  The 
gelatin-yielding  substances  in  our  food,  glutin,  chondi-in, 
ossein,  likewise  serve  only  as  sources  of  energy,  and  never 
assist  in  repairing  the  waste  of  tissue.    The  coUaginous  sub- 
stances of  our  tissues  are  not  formed  from  the  coUagmous, 
but  from  the  proteid  constituents  of  food.    But  the  gelatins 
in  food  are,  as  a  matter  of  fact,  split  up  and  oxidized;  they 
produce  kinetic  energy. 

Inspired  oxygen  must  also  be  reckoned  among  the  food- 
stuffs. It  is  the  only  one  which  enters  our  tissues  as  a  free 
element  It  never  becomes  an  integral  constituent  of  our 
tissues,  unless  the  loosely  combined  oxygen  in  the  oxyh^emo- 
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globin  of  the  blood-corpuscles  may  be  considered  so,  but  it 
is  the  most  productive  source  of  energy. 

We  have,  therefore,  to  distinguish  three  classes  of  food- 
substances  : 

1.  Those  which  serve  as  sources  of  energy,  and  which 
can  replace  the  exhausted  constituents  of  the  body.  To  this 
class  belong  proteids  and  fats. 

2.  Those  which  serve  only  as  sources  of  energy.  •  To  this 
class  belong  carbohydrates,  gelatins,  oxygen. 

3.  Those  which  serve  only  to  repair  the  waste  of  tissue, 
and  not  as  sources  of  energy.  To  this  class  belong  water 
and  the  inorganic  salts. 

Our  knowledge  is  at  present  too  limited  to  permit  of  our 
givmg  a  satisfactory  and  sharply  defined  classification  of 
food-stuffs. 

When  a  substance  is  split  up  and  oxidized  in  our  body, 
we  do  not  know  whether  the  kinetic  energy  hereby  set  free 
is  really  used  up  in  the  performance  of  normal  functions,  or 
whether  it  is  given  out  as  superfluous  heat.    In  the  latter 
case,  the  substance  could  not  be  regarded  as  a  nutrient 
material,  as  it  would  be  of  no  possible  service  to  our  or- " 
ganism.    Alcohol  may  perhaps  be  cited  as  an  example  of 
this.  ^  In  order  to  be  of  use  in  the  performance  of  a  normal 
function,  a  substance  must  split  up  and  be  consumed  at  the 
right  time,  at  the  right  place,  in  a  definite  tissue.    But  we 
are  not  yet  in  a  position  to  follow  out  the  course  of  the  sub- 
stances taken  up,  so  closely  as  this. 

It  must,  moreover,  be  borne  in  mind  that  certain  sub- 
stances, belonging  to  the  second  division,  may  indirectly 
assist  m  the  building-up  of  cells,  by  protecting  the  sub- 
stances of  the  first  class  from  decomposition  and  oxidation. 

ats  sometimes  come  under  the  first,  and  sometimes  under 
the  second  heading;  for,  besides  serving  as  stores  of  energy 
m  the  tissues,  they  are  of  great  use  in  another  way.  The 
carbohydrates  have,  as  we  shall  see,  the  power  of  changing 
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into  fats  in  the  animal  body,  thus  coming  into  the  first 
instead  of  the  second  class.  In  short,  the  division  is  merely 
provisional. 

We  will  now  consider  the  separate  groups  of  food-stuffs 
in  somewhat  greater  detail,  beginning  with  proteids, 

Proteids  may  be  regarded  as  the  most  important  food- 
stuffs, in  so  far  as  they  are  the  only  organic  food-substances 
of  which  it  can  with  certainty  be  affirmed  that  they  are 
indispensable,  and  that  they  cannot  be  replaced  by  any 
other  nutrient  material.  They  are  to  be  found  in  every 
animal  and  vegetable  tissue;  they  form  the  chief  part  of 
every  cell ;  they  are  never  absent  from  any  vegetable  or 
animal  food. 

The  various  kinds  of  albumen  which  occur  in  the  different 
animal  and  vegetable  tissues  offer  great  differences  in  then- 
chemical  and  physical  properties.  The  question  is,  therefore, 
what  is  included  under  the  name  of  proteid?  Does  it  corre- 
spond to  a  clearly  defined  group  of  bodies  ?  What  have  all 
varieties  of  proteid  in  common,  and  what  distinguishes  them 
from  all  other  organic  substances  ? 

First  all  proteids  resemble  one  another  in  bemg  com- 
posed of 'the  same  five  elements,  in  proportions  of  weight  not 
very  remote  from  each  other,  and  which  vary  within  the 
following  limits,  according  to  the  analyses  hitherto  made  of 
the  different  kinds  of  albumen  :— 


Carbon  . . 
Hydrogen 
Nitrogen 
Sulpbur  . , 
Oxygen  . 


50-0  to  55  0  per  cent. 

6-6  „  7-3 
15  0  „  19-0  ,. 

0-3  „  24 
19-0  „  24  0 


Secondly,  all  proteids  are  alike  in  never  oceurnng  m  hue 
aolntion.   Numerous  cleai-  liquids,  containing  proteids,  aie 
otnTto  plants  and  animals,  or  may  be  artificially  produced 
But  he  Li  that  the  proteid  does  not  diffuse  ^^^o^^^^^f 
membranes,  proves  that  it  is  not  reaUy  dissolved  m  these 


HUMAN  NUTEITION — PROTEIDS. 


51 


liquids.  The  substances  that  are  thus  only  apparently  soluble 
have  been  termed    colloids  "  by  Graham.* 

If  a  solution  of  sodium  silicate  be  poured  into  a  vessel 
containing  a  large  excess  of  dilute  hydrochloric  acid,  the 
silicic  acid  thus  set  free  remains  apparently  dissolved.  By 
dialysis,  the  sodium  chloride  thus  formed  and  the  excess 
hydrochloric  acid  may  be  got  rid  of,  when  a  clear  solution 
of  pure  silicic  acid  will  remain  in  the  dialyser.  The  silicic 
acid  may  amount  to  14  per  cent,  of  the  solution  without 
its  becoming  thick  and  turbid ;  it  is  readily  poured  out.  But 
a  few  bubbles  of  carbonic  acid  passed  through  this  solution 
sujG&ce  to  coagulate  the  silicic  acid,  which  separates  out  as 
a  gelatinous  mass.-f-  GrimauxJ  prepared  a  2*26  per  cent, 
solution  of  silicic  acid,  which  was  more  stable,  and  which  did 
not  clot  either  in  cold  or  upon  warming,  when  carbonic  acid 
was  passed  through,  but  did  so  when  heated  after  the  addition 
of  common  salt  or  of  Glauber's  salt. 

The  hydrate  of  alumina  is  soluble  in  a  watery  solution 
of  aluminium  sesquichloride.  If  such  a  solution  be  placed 
in  the  dialyser,  the  chloride  diffuses  out,  and  the  solution 
of  pure  alumina  remains  in  the  dialyser  as  a  clear,  readily 
transferable  fluid.  This  solution  coagulates  as  soon  as  a 
small  quantity  of  any  salt  is  added.  A  2  or  3  per  cent, 
solution  of  alumina  can  be  made  to  clot  by  the  addition  of 
a  few  drops  of  spring  water ;  it  coagulates  when  poured 
from  one  glass  into  another,  unless  the  glass  has,  immediately 
before,  been  washed  out  with  distilled  water.  § 

In  a  similar  way  as  with  the  alumina,  oxide  of  iron  may 
be  obtained  as  a  clear  blood-red  apparent  solution  which  is 
also  very  prone  to  coagulate.  || 

Grimaux  found  that  an  ammoniacal  solution  of  oxide  of 

*  Th.  Graham,  Philosoph.  Trans.,  vol.  cli.  part  i.  pr^:  1861 
t  Graham,  loo.  cit,  p.  201. 

:  Grimaux,  Compt.  rend.,  part  xcviii.  p.  1437  :  1881. 

§  Gmham,  loo.  oil.,  p.  207.  ||  Graham,  loo.  oil.,  p.  208. 
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copper  also  behaves  like  a  colloidal  substance,  that  it  does 
not  diffuse,  and  that  it  coagulates  on  dilution  with  water, 
on  the  addition  of  magnesium  sulphate  or  of  dilute  acetic 
acid,  or  when  exposed  to  a  temperature  of  from  40  to 

Many  organic,  as  well  as  these  inorganic  colloidal  sub- 
stances, and  all  proteids,  have  the  property  of  appearing  m 
two  forms,  in  apparent  solution  or  in  a  coagulated  form. 
The  conditions,  under  which  the  albumens  pass  from  one 
modification  to  the  other,  are  very  varying,  and  offer  a 
method  of  classifying  and  distinguishing  the  many  different 
kinds  of  proteid.t    Some  of  them  may,  under  appropriate 
conditions,  be  kept  in  solution  by  water  alone ;  to  these 
proteids  belong  serum-albumen  and  egg-albumen.  Other 
Lds  of  proteid  require  the  addition  of  alkaline  chlondes 
in  order  to  dissolve  them ;  such  are  the  globu  ms  which 
are  found  in  the  blood,  in  muscle,  in  the  yolk  o   egg,  and 
probably  in  the  protoplasm  of  every  cell.    If  blood-serum 
be  put  in  a  dialyser,  the  salts  which  hold  the  serum-globulins 
in  solution  diffuse  out,  and  the  globulins  separate  on  the 
dialyser  as  finely  fiocculent  coagula,  but  the  serum  albumen 
remains  dissolved  in  the  pure  water.t     There  are  other 
wieties  of  albumen  which  cannot  be  held  m  solution  b 
alkaline  chlorides,  but  only  by  basic  alkalme  salts,  m  which 
case  saturation  of  the  alkalies  with  acids  causes,  coagula  ion. 
The  casein  of  milk  and  the  artificial  alkali-albumens  belong 
to  this  category.    Lastly,  we  come  to  the  proteids  which 

;  i^=:^;^::^St^o.  an    ^™  ^-i:/-— 

(249  treatises).  ,  n„„„  sulyfreier  Albuminlosungen,"  Dissert.  : 

t  Aronstein,  «  Ueber  die  DarstelluBg  m\7Are,eT  A  o      ^  ^^^^^ 

Dorpat,  1873;  a.d  PA^^-''^  ^t''       vo    xJ  p  322    18  3;  and  G.  Kauder 
hardt.  Arch.  f.  exper.  Path.  u.  Pharm.,  vol.  xm.  p. 
ibid.,  yol.  XX.  p.  411:  1886. 
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are  so  prone  to  coagulate,  that  they  do  so  as  soon  as  life 
is  extinct  in  the  tissues  to  which  they  belong.  The  coagu- 
lation of  the  blood  and  the  phenomenon  of  muscular  rigidity 
after  death  are  connected  with  this  fact.  It  even  appears 
that  these  kinds  of  spontaneously  coagulable  albumen  exist 
in  every  animal  and  vegetable  cell.  All  proteids,  without 
exception,  pass  from  the  soluble  into  the  coagulated  modifica- 
tion by  exposure  to  the  boiling-point,  provided  they  have  a 
neutral  or  weakly  acid  reaction,  and  if  neutral  alkaline  salts 
be  present  in  considerable  quantities.  Silicic  acid  and  many 
other  colloids,  as  already  stated,  act  in  the  same  manner. 

Concerning  the  inorganic  colloidal  substances,  we  know 
that  besides  occurring  in  these  two  modifications,  they  also 
appear  in  nature  in  a  third,  viz.  the  crystalline  form : 
silicic  acid  as  rock-crystal,  alumina  as  corundum  and  ruby, 
oxide  of  iron  as  specular  iron  ore. 

This  fact  justifies  us  in  hoping  to  obtain  proteids  likewise 
in  a  crystalline  state.  Not  until  we  succeed  in  so  doing, 
shall  we  be  in  a  position  to  determine  their  chemical  indi- 
viduahty,  and  to  ascertain  and  compare  their  composition. 
The  analysis  and  examination  of  pure  proteid  crystals  and 
of  all  their  products  of  decomposition,  would  form  the  key-note 
of  physiological  chemistry. 

Histologists  have  long  been  on  the  track  of  crystalline 
albumen.  Under  the  microscope  may  be  seen  embedded  in 
the  seeds  and  glands  of  certain  plants,  little  granules  which 
have  the  appearance  of  incompletely  formed  crystals,  and  are 
therefore  termed  crystalloids,  or  aleuron-crystals.  Similar 
structures  may  be  seen  in  the  yolk  of  egg  of  many  animals, 
the  so-called  yolk-plates.  •  By  mechanical  means,  such  as 
shaking  the  finely  ;chopped  materials  with  ether  and  other 
liquids,  by  washing,  filtering,  etc.,  these  crystalloids  may 
be  isolated  and  obtained  in  considerable  quantities.  They 
give  albuminous  reactions,  which  prove  them  to  belong  to 
the  above-mentioned  group  of  globulins :  they  are  soluble  in 


54  LECTURE  IV. 

a  solution  of  common  salt.*    Maschke  f  has  succeeded  in 
recrystallizing  the  crystalloids  of  the  para  nut  {BertholleHa 
excelsa).    They  dissolved  in  water  at  from  40°  to  50°  C,  and 
the  albumen  separated  out  into  crystals  upon  concentration 
of  the  solution.     Schmiedeberg  t  obtained  crystaUme  com- 
binations of  the  same  proteid  with  alkaline  earths  the 
crystalloids  being  mostly  soluble  in  distiUed  water  at  from 
30'  to  35°  C.    When  a  stream  of  carbonic  acid  is  passed 
through  the  clear  filtered  solution,  globulin  is  precipitated. 
If  this  precipitate  is  treated  with  magnesia  and  water,  the 
magnesia  compound  of  the  globulin  is  dissolved.  From 
this  solution,  when  concentrated  at  from  30°  to  35  C  the 
magnesia  compound  of  the  globulin  is  separated  out  as 
well-formed  peculiarly  glistening  polyhedral  crystals,  of  the 
size  of  poppy-seeds.    If  a  little  calcium  chloride  or  barmm 
chloride  be  added  to  the  solution  before  concentration,  we 
obtain  the  calcium  and  barium  salts  of  the  globulin  m  fine 

''^'The'fact  that  these  crystals  are  not  free  albumen,  but 
compounds  of  proteid  with  substances  of  known  atomic 
weight,  enables  us,  greatly  to  our  advantage,  to  make  an 
exact  analysis  of  this  combination,  and  thus  determme  the 
molecular  weight  of  the  albumen. 

Drechsel§  found  1-40  per  cent.  MgO  in  the  crystals  of 
the  magnesia  compound,  which  he  obtained  accordmg  to 
Schmiedeberg's  method,  drying  them  at  110°  C.    From  this, 
the  molecular  weight  of  the  albumen  has  been  reckoned : 
^^100-_1^_  .^  =  2817. 
40  1-4 

By  the  following  alteration  in  Schmiedeberg's  method,  Drech- 

»  Th  Weyl.  Zeitscl^r.  f.  j>hyuol.  Chenu,  vol.  i.  p.  84  :  1877 ;  coutaiaiug  also  au 
account  of  the  earlier  literature  of  the  subject. 
+  0  Maschke,  Botan.  Zeitg.,  p.  441  : 

I  O."  Schmiedeberg,  Zeitschr.  f.  phyM.  CT.m..  vol.  x.  p  205  18y  • 
§  E.  Dreehsel,  Journ.  f.  praM-  Ckem.  N.  I\  vol.  ^ix.  p.,  331 .  18<9. 
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sel  succeeded  in  more  perfectly  crystallizing  the  magnesium 
compound.  Instead  of  concentrating  the  solution,  he  intro- 
duced it  into  a  dialyser,  which  he  placed  in  absolute  alcohol. 
In  proportion  as  the  alcohol  took  the  place  of  the  water, 
crystalline  granules  continued  separating  out  of  the  solution. 
The  determination  of  the  magnesia  in  the  crystals  dried  at 
110°  C.  gave  1"43  per  cent.  MgO,  or  nearly  the  same  as  in 
the  first  preparation.  The  molecular  weight  of  the  proteid 
thus  calculated  is  2757.  On  the  other  hand,  the  amount  of 
water  varied  in  each  preparation,  the  first  yielding  7*7  per 
cent.,  the  second  13*8  per  cent,  of  water,  both  at  110°  C. 

By  a  similar  method,  with  the  alcohol  dialyser,  Drechsel 
succeeded  in  producing  a  sodium  compound  of  the  same 
globulin.    At  110°  C.  this  yielded  15*5  per  cent,  of  water, 
and  contained  in  a  dry  state  3"98  per  cent.  Na20.  From 
this  the  albumen  molecule  is  found  to  be  equal  to  1496,  or 
nearly  half  as  great  as  in  the  calculation  from  the  magnesium 
compound.    If  the  smaller  molecularj  weight  be  accepted,  we 
must  conceive  that  a  bi-valent  atom  of  magnesium  links  two 
molecules  of  albumen.    If  we  accept  the  double  weight,  the 
molecule  must  contain  two  hydrogen  atoms,  which  are  replaced 
by  sodium  atoms.    The  amount  of  incinerated  albumen  was 
much  too  small  to  allow  of  an  exact  estimate  of  the  molecular 
weight.    The  absolute  amount  of  the  MgO  weighed  0*0050 
and  0-0065  grm. ;  that  of  the  NaaCOg  weighed  0-0773  grm. 
It  would  be  of  great  interest  to  determine  with  accuracy  the 
relation  of  sulphur  to  sodium  by  a  series  of  careful  analyses, 
in  which  large  quantities  of  albumen  were  incinerated.  Sup- 
posmg  that  no  whole  number  of  sulphur .  atoms  went  to  one 
atom  of  sodium,  but  a  whole  number  and  a  fraction,  then 
the  denominator  of  the  fraction  would  have  to  be  multiplied 


the  proportion  of  sodium.  No  one  has  hitherto  be^n  found 
to  undertake  such  a  troublesome  experiment,  and  we  there- 
fore know  nothing  concerning  the  size  of  proteid-molecules. 


by  the  equivalent  of  the  albumen 


56 


LECTUEE  IV. 


The  most  thorough  investigations  upon  proteid-crystals 
have  been  carried  out  by  G.  Griibler,*  under  Drechsel's 
guidance.  They  succeeded  in  recrystallizing  the  crystaUoids 
of  pumpkin-seeds,  by  preparing  at  40°  C.  saturated  solutions 
of  globulin  in  salt  solutions,  such  as  sodium  chloride,  ammo- 
nium chloride,  magnesium  sulphate,  from  which  the  albumen 
separated  out  in  crystals  on  very  slow  cooling.  These  crys- 
tals were  regular  octahedra,  and  when  incinerated  left  only 
0-11  to  0-18  per  cent,  of  ash,  which  consisted  of  alkalies, 
lime,  magnesia,  iron,  and  phosphoric  acid.  When  incine- 
rated with  potash,  0-23  per  cent.  P2O5  was  obtained. 

The  elementary  analysis  of  Griibler's  proteid-crystals 
gave  the  following  mean,  obtained  from  a  series  of  analyses 
which  agreed  well  with  each  other : — 


Proteid-crystals  from 
sodium  chloride 
solution. 

Proteid-crystals  from 
ammonium  chloride 
solution. 

Proteid-crystals  from 
magnesium  sulphate 
solution. 

Carbon 
Hydrogen  . . 
Nitrogen    . . 
Sulphur 
Oxygen 

Ash  

53-21 
7-22 

19-22 
1-07 

19-10 
018 

53-55 
7-31 

19-17 
116 

18-70 
0-11 

53-29 
6-99 

18-  99 
1-13 

19-  47 
013 

Grubler  nas  aiso  pruuuucvx  a  ^.^j^v^.^^^  ~  

same  proteid  with  magnesia:  the  crystals  separating  out  on 
slow  cooling  of  a  solution  (obtained  at  40°  C.)  of  albumen 
and  magnesia  in  water.  The  crystals  showed  the  following 
composition : — 


Carbon . . 

Hydrogen 

Nitrogen 

Sulphur 

Oxygen 

Ash 

MgO  •• 


Dry  matter. 
52-66  . 
7-20  . 

18-  92  , 
0-96 

19-  74 
0-52 
0-45 


Matter  free  from  ash. 
52-98 
7-25 

18-  99 
0-97 

19-  81 


*  G.  Griibler,  "Ueber  ein  l^ystallinisches  Eiweiss  der  Kiirbissameu,"  Journ. 
/.  praM.  Chem.,  vol.  xxiii.  p-  97 :  1881. 
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The  following  formula  for  the  magnesiura  compound  of 
globulin  may  be  made  out  from  the  percentage  composi- 
tion : — 

Cl  l7oIIig2oN3(3o  O332  SgMgs . 

It  is  to  be  regretted,  in  this  analysis,  that  the  quantity  of 
incinerated  albumen  was  again  far  too  small  for  an  exact 
estimate  of  the  magnesium  and  sulphur.  The  absolute 
weight  of  the  barium  sulphate  was  0"0521  grm.,  that  of  the 
pyrophosphate  of  magnesia  0"0166  grm. 

If  we  assume  the  presence  of  only  one  atom  of  magnesium 
in  the  magnesium  compound,  as  Griibler  did  in  his  computa- 
tion, then  the  size  of  the  molecule  would  be  8848.  But  our 
calculation  shows  that  for  each  atom  of  magnesium  we  must 
claim  2f  atoms  of  sulphur, 

^_0^.  _8 
40  ~  0-45  '    ^  ~3 

The  molecule  of  the  magnesium  compound  must  therefore  be 
taken  as  three  times  larger.  It  is  conceivable  that  the  three 
bi-valent  magnesium  atoms  may  link  four  albumen  molecules, 
and  that  only  two  atoms  of  sulphur  are  contained  in  each. 
Every  albumen  molecule  would  then  have  the  following  com- 
position : — 

C292H4giN9o083S2. 

From  this  point  of  view,  we  attain  to  the  smallest  molecular 
weight  of  which  analysis  admits.  But  this  supposition  is 
quite  arbitrary,  and  the  molecular  weight  probably  a  multiple 
of  that  calculated. 

Eitthausen,*  adopting  the  method  of  Drechsel  and  Griibler, 
produced  crystalline  proteid  from  hemp  and  castor-oil  seeds, 
ihe  elementary  analysis  gave  the  following  percentage  com- 
position : — 

•  Eitthausen,  Journ./.  praJct.  Chem.  N.  F.,  vol.  xxv.  p.  130:  1882. 
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Carbon 

Hydrogen 

Nitrogen 

Sulphur 

Ash    . . 

Oxygen 


Globulin  from 
hempseed. 

. ,  50  92  . 

, .  6-91  . 

. .  18-71  . 

. .  0-82  . 

. .  0-11  . 

. .  22-53  . 


Globulin  from 
caslxjr-oll  seed. 

50-85 
6-97 
18-55 
0-77 
0-057 
22-80 


Hjemoglobin,  the  red  colouring- matter  of  the  blood,  also 
belongs  to  the  proteid  compounds  capable  of  crystallization. 
This  substance  forms  the  chief  constituent  of  the  red  blood- 
corpuscles,  and  is  the  compound  of  a  proteid  with  a  body  of 
known  composition  containing  iron,  called  hsematin.  An 
exact  analysis  of  completely  pure  hemoglobin  crystals  has 
been  carried  out  by  Zinoffsliy,*  who  went  on  recrystallizing 
the  hemoglobin  crystals,  obtained  from  horse's  blood,  until 
the  dry  residue  of  the  solution  showed  the  same  amount  of 
iron  as  the  dry  crystals.  The  elementary  analysis  of  these 
crystals  yielded  the  follo-<ving  results  : — 


Carbon    . . 
Hydrogen 
Nitrogen . . 
Sulphur  . . 
Iron 

Oxygen  . . 


51-15 

6-76 
17-94 
0-389 
0-336 
23-425 


The  relation  of  the  sulphur  atom  to  the  iron  atom  may, 
from  Zinoffsky's  analysis,  be  calculated  thus : 

^^£3890  ^^2.03^ 
56  0-3358 

Exactly  two  atoms  of  sulphur  combine  with  one  atom  of  iron, 
and  the  formula  of  the  hemoglobin  is  found  to  be— 

C7i2Hii3oN2i40245FeS2. 

If  the  molecule  of  the  hematin,  CaaHaaNAFe,  be  subtracted, 
the  formula  of  the  proteid  is  obtained : 


C6soHio9»N21oS20 


241' 


*  O  Zinoffsky  "Uebor  die  Grbsse  des  IlamoglobinmolekUls,"  Dissert. 
Dorpat,  1885;  reprinted  in  the  Zcitschr.  f.  physiol  Chem.,  toI.  x.  p.  16:  1885. 
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A.  Jaquet  *  found  that  exactly  three  atoms  of  sulphur  go  to 
one  atom  of  iron,  in  the  haemoglobin  of  dog's  blood.  The 
analysis  gave  the  formula : 

C'758lIl203Nl95S3FeO2l8- 

After  subtraction  of  the  hsematin,  it  is  : 

C'726-B-ii7iNi94  S3O2 1 4' 

The  calculation  is  not  quite  exact,  because  the  splitting  up  of 
the  haemoglobin  into  albumen  and  haematin  only  occurs  by 
the  absorption  of  water  and  oxygen. f  A  few  hydrogen  and 
oxygen  atoms  must  therefore  be  added  to  the  above  proteid 
formulae.  Nevertheless  they  are,  perhaps,  the  most  exact 
that  have  been  computed  from  the  proteid  analyses  hitherto 
made,  and  may  serve  for  present  guidance. 

Harnack  I  has  produced  and  analyzed  a  proteid  combina- 
tion which,  though  amorphous,  is  probably  pure.  Harnack 
precipitated  neutral  solutions  of  egg-albumen  with  solutions 
of  copper,  and  obtained  the  noteworthy  result  that,  although 
the  quantitative  relation  of  the  albumen  and  of  the  copper 
salt  varied  greatly,  yet  in  the  precipitates,  the  albumen  com- 
bined with  the  oxide  of  copper  was  only  found  in  two  perfectly 
definite  proportions.  The  precipitates  contained  either  from 
1-34  to  1-37,  a  mean  of  1-35  per  cent.  Cu,  or  from  2-56  to  2-68, 
a  mean  of  2-64  per  cent.  Cu ;  in  one  case,  therefore,  exactly 
twice  as  many  copper  atoms  as  in  the  other. 

The  complete  elementary  analysis  gave  a  mean  from  a 
series  of  estimates  agreeing  well  with  each  other  : 


Carbon  . . 
Hydrogen 
Nitrogen 
Sulphur 
Copper  . . 


I. 
52-50 

7-00 
15-32 

1-23 

1-35 


II. 
51-43 

6-84 
15-34 

1-  25 

2-  64 


Alfred  Jaquet, "  Beitr.  z.  Kenntniss  des  Blutfarbstoffes,"  Dissert. :  Basel,  1889. 
MaL  N '"^Taef        ^^"^  '^''^  Lebensbaum,  Wien.  Sitzungaber,  vol.  xov.  part  ii. 

arcQ  ^o.,  1H87.    I„  this  work,  carried  out  in  Berne  under  Nencki's  direction, 
there  13  also  an  account  of  the  earlier  literature  on  the  splitting  up  of  ha3mogIobin. 
t  E.  Harnack,  Zeitsohr.  f.  physiol.  Chem.,  vol.  v.  p.  198  :  1881. 
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According' to  the  first  analysis,  the  •  relation  of  the  sulphur 
atom  to  the  copper  atom  may  be  calculated  as — 


63-4  1-35 


The  second  analysis  makes  x  =  0-938.  In  these  analyses, 
also,  the  incinerated  residue  was  much  too  small  to  allow  a 
determination  of  the  copper  and  sulphur.*  A  more  exact 
estimate  of  these  elements  is  urgently  required.  From  his 
analyses,  Harnack  reckons  the  formula  for  the  first  com- 
bination : 

C204H320N52O66S2CU. 

Loewt  has  produced  two  silver  compounds  of  egg-albumen, 
which  correspond  to  Harnack's  copper  compounds:  one  con- 
tained from  2-2  to  2-4  per  cent.  Ag,  the  other  a  mean  of  4-3  per 
cent  Ag.   Taking  Harnack's  figures  for  the  amount  of  copper 
the  silver  equivalent  may  be  computed  =  2-3  per  cent,  and 
4-5  per  cent.    These  facts  go  to  prove  that  Harnack  s  and 
Loew's  preparations  were  true  chemical  entities.    It  is  to  be 
regretted  that  Loew  has  not  made  any  elementary  analysis  oi 
his  preparations. 

The  formula  of  the  proteids  already  quoted  are  : 
Egg- albumen  C204H322N52O66S2- 

Albumen  in  hemoglobin  from  horse  CcBoHio98N2ioOatib2. 

Albumen  in  hemoglobin  from  dog  Cr-eHiniNmOaiiSa. 

Globulin  from  pumpkin-seeds  029211481^9008382 
Thus  if  we  select  the  most  careful  and  exact  of  all  the 
analyses  hitherto  made  of  the  purest  preparations  of  diffei-ent 
proteids,  we  find  that  they  give  very  varying  quantitative 
compositions,  and  that  they  particularly  differ  m  the  amount 

'so^^far  as  they  have  been  investigated,  proteids  show  a 

*  Comp.  0.  Loew,  Pfluger's  ArcK  vol-         PP-  303-395:  1883. 
+  0.  Loew,  loc.  cit,  p-  402. 
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certain  unanimity  in  their  products  of  decomposition.  It 
appears  that  the  various  albumens  are  composed  of  the  same 
combinations  in  different  proportions.  On  heating  the  pro- 
teids  with  baryta  water,  they  break  up  under  hydration  into 
numerous  combinations,  which  are  almost  all  of  known  con- 
stitution. The  principal  are  carbonic  acid,  oxalic  acid,  acetic 
acid,  ammonia,  sulphuretted  hydrogen,  sulphuric  acid,  and 
a  number  of  amido  acids,  such  as  aspartic  acid,  leucin, 
tyrosin,  etc.  The  same  amido  acids  and  ammonia  also 
present  themselves  on  boiling  the  proteids  with  acids,  but  not 
carbonic,  oxalic,  and  acetic  acids ;  instead  of  these,  a  series 
of  organic  bases  are  formed,  the  precise  composition  of  which 
has  not  yet  been  investigated,  and  which  yield  carbonic  acid 
on  heating  with  baryta  water.  The  above-mentioned  amido 
acids  are  also  split  off  from  the  proteid  by  ferments.  We 
shall  have  to  discuss  the  products  produced  by  the  splitting 
up  of  proteids  more  fully  when  we  come  to  treat  of  the 
chemistry  of  the  urine ;  we  shaU  then  also  consider  the  de- 
composition of  the  nitrogen  compounds  of  the  organism  (vide 
Lecture  XVI.). 

Another  group  of  food-stuffs,  the  gelatinipeeous  or  colla- 
GiNous  SUBSTANCES,  are  closely  related  to  the  proteids  in 
chemical  qualities;  but  their  physiological  import  is  quite 
different. 

Gelatiniferous  substances  are  the  chief  constituents  of 
connective  tissue,  of  bone  and  cartHage,  and  therefore  form 
an  important  part  of  the  food  of  carnivorous  and  omnivorous 
animals. 

Gelatins,  like  proteids,  are  colloids  containing  nitrogen 
and  sulphur,  and  may  likewise  occur  in  two  modifications 
—one  apparently  dissolved,  but  not  diffusible;  the  other 
coagiilated.  But  the  conditions  of  the  transit  from  one  modi- 
fication to  another  are  exactly  the  reverse.  All  proteids  clot, 
as  already  described,  at  boiling-point,  with  neutral  or  weakly 
acid  reaction,  and  in  the  presence  of  salts ;  the  gelatins,  on 
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the  contrary,  become  soluble  under  these  circumstances,*  and 
on  cooling  the  solution  of  gelatin  thus  formed  again  clots. 
Solutions  of  albumen  are  precipitated  by  mineral  acids,  but 
not  so  solutions  of  gelatin.  The  gelatin  of  cartilage  is  cer- 
tainly precipitated  by  very  dilute  mineral  acids,  but  dissolved 
by  an  excess,  thus  behaving  in  the  opposite  manner  to  the 
globulins,  which  are  soluble  in  very  dilute  (1  per  1000)  hydro- 
chloric acid,  but  are  again  precipitated  by  an  excess  of  it. 

If,  therefore,  varieties  of  proteid  and  gelatine  are  soluble 
or  colgulable  under  opposite  conditions,  we  need  not  be  sur- 
prised to  find  that  under  similar  conditions  in  the  organism, 
the  one  occurs  invariably  in  the  soluble,  the  other  only  in 
the  solid,  modification.    Proteids  are  found  in  our  bodies  only 
in  a  liquid  state.    In  this  form  they  are  the  main  con- 
stituents of  the  blood-plasma  and  of  lymph,  or  they  occur  m 
that  peculiar  semi-liquid  modification  common  to  all  those 
tissues  which   play  an  active  part  in  the  functions  of 
our  bodies :  the  contractile  constituents  of  muscle-fibre,  the 
axis-cylinders  of  nerve-fibres,  the  protoplasm  of  all  cells 
which  we  must  not  conceive  as  rigid  structures,  but  as 
en-aged  in  a  constant  state  of  active  amoeboid  movement.t 
The  collaginous  matters,  on  the  contrary,  are  found  m  our 
tissues  only  in  the  rigid  modification;  they  form  the  supports 
and  the  framework  of  our  bodies,  viz.  bone,  cartilage,  hga- 
ments,  and  connective  tissue  of  all  kinds. 

But  here  I  must  guard  against  a  misunderstanding,  lest 
it  should  appear  that  I  am  identifying  the  gelatiniferous 
constituents  of  the  tissues  with  coagulated  gelatin.    In  the 

*  It  is  not  until  after  the  phosphates  and  carbonates  of  lime  and  magnesia 
it  IS  noi  hydrochloric  acid  at  a  low  temperature,  that  the 

"^Tt'Tf^lr     dtoltd   n  water,  and  especially  under  increased 

p'tr  Tl^sl  ;nLe  and  magnesia  appear  to  be  chemically  uaxted  wUh 
the  gelatigenons  substance  ^^^.^  ^^^^^  ^^^^^^^^ 

t  As  already  ^^"^^""^^  albnmen  ^^^^^^  ^^^^ 

*"^tn  idf  are'noU  n'sti^tl  of  the  living  tissue,  but  dead  materiaU 

r;:^etf  nurrimlttr^he  future  development  of  the  germ. 
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conversion  of  collaginous  tissues  into  solutions  of  gelatin, 
a  fundamental  change  takes  place,  possibly  a  decomposition 
accompanied  by  hydration,  and  the  gelatin  is  not  reconverted 
into  collaginous  matter  on  coagulation. 

The  percentage  composition  of  the  varieties  of  gelatin 
is  nearly  the  same  as  that  of  the  proteids.  At  the  same  time, 
it  is  characteristic  of  the  former  that  they  are  somewhat 
poorer  in  carbon  and  richer  in  oxygen ;  they  are  products  of 
the  initiation  of  the  breaking  up  and  oxidation  of  the  proteids 
in  the  animal  body.  According  to  the  analyses*  hitherto 
made,  the  percentage  composition  of  the  gelatinous  sub- 
stances varies  within  the  following  limits  : — 


Gelatin  from  bone 
or  connective  tissue. 

Chondrin. 

Albumen, 

Carbon 
Hydrogen  . . 
Nitrogen   . . 

Sulphur  

Oxygen   

49-3— 50-8 
6o—  6-6 
17-5— 18-4 

—  0-56  (?) 
24-9— 26-0 

47-7— 50-2 
6-6—  6-8 

13-9— 14-1 
0-4—  0-6  (?) 

29-0— 51-0 

50-0 -55-0 
6-6—  7-3 

150— 19-0 
0-3—  2-4 

190—240 

We  know  for  a  fact  that  certain  compounds  of  the  aromatic 
class,  rich  in  carbon,  and  which  issue  in  the  form  of  tyrosin 
and  indol  from  the  decomposition  of  proteids,  are  absent  in 
the  gelatiniferous  substances.f    It  is,  moveover,  a  fact  that 

*  Fr.  Hofmeister,  Zeitschr.  f.  pliysiol.  Chem.,  vol.  ii.  p.  299  :  1878. 

t  The  absence  of  tyrosin  explains  the  fact  that  gelatin  does  not  give  Millon's 
reaction,  which  is  common  to  all  proteids  (red  colouration  on  boiling  witli  nitrate 
of  mercury  with  the  addition  of  fuming  nitric  acid).  All  aromatic  oxy  acfds 
and  their  derivatives,  to  which  tyrosin  belongs,  give  this  reaction.  '  On  the  other 
^otTrZt"'^'"''  are  wanting  in  proteids  occur  among  the  decomposition- 
C  Sertl  n  f  T'  ''^^  fely«".  glycocoll),  which 

albut  to  '  bod  ^.^'V/'^'^'l  the  decomposition-products  of  any 

bS  wi  h  alk  r  °f  '^""•^^  '^^'^  «°°°e''«ve  tissue,  on 

cartiWeTitin  1      '     w"^''  Putrefaction.     On  boiling  with  ao  ds, 

ms  not' vet  S  closely  allied  to  the  carbohydrates,  though  it 

hydrate  r"nnirr,«l         »      ^"       '  ''"'^  P-  21  ••  188«).  a  colloid  carbo- 

wlter    Ir/r  f     V"'^^"  "^'"'''"'^  f'"'"  by  long  boiling  with 

water.   Mermg  mentions  that  a  protcid,  syntonin,  also  occurs  among  the  decom- 
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the  heat-equivalent  of  gelatin  is  lower  than  that  of  the 
proteids  ;  *  that  therefore  a  part  of  the  potential  energy  in- 
troduced into  the  animal  body  by  albumen,  is  already  con- 
sumed during  its  conversion  into  gelatin-yielding  substances. 
We  should  therefore,  a  priori,  expect  to  find  that  the  gelatms 
do  not  replace  the  albumen  of  nutrition,  and  that  they  camiot 
form  the  proteids  of  the  tissues.    Such  a  conversion  would 
be  opposed  to  the  whole  tendency  of  animal  metamorphosis 
which  is  essentially  a  process  of  decomposition  and  of 
oxidation.     The  conversion  of  gelatin  into  albumen  would 
be  a  synthetic  process  of  reduction.    The  results  of  Voit  s 
experiments,!   showing  that    gelatin    cannot  replace  the 
albumen  of  nutrition,  are  in  agreement  with  the  a  pr^or^ 
deduction.     When  Voit  fed  dogs  exclusively  on  gelatm  or 
on  gelatin  and  fat,  they  excreted  more  nitrogen  than  they 
took  in  with  their  food;  they  therefore  used  up  the  proteids 
of  their  tissues.  .But  if  to  a  small  amount  of  the  albumen 

position-products  of  -tila.e-platin  (c^^^^^^^^^^^^^ 

Chem.  d.  KBorpelB,"  I^^^S'^'^^^  J^'^^^^Vi^.tioS^^^^^  to  exist  among  the 

to  the  statement  that  no  aromatic  ^.^^^^^^^^^  of  proteids  and 

products  of  choncMn^  l^^^lt^.  tX'ZJ,  der  Gelatme  und  des 
gelatm,  see  further,  M.  -NencKi^    u  Jeanneret,  Journ. 

liweisses  boi  der  Faulniss  mrt  Pank  eas  ^  Bern.  1876  Ed. 
/.  pralct.  Chem.  N.F.,  ^  T  ^ol  xix.  p.  850 :  1886;  and 

Bachner  und  Th.  Curtius  Ber.  ^^  "^"T^^Zs^^:^^,  Matk.-natur.  dasse., 
K  Maljs  Sitmngsher.  d.  Eais.  Ahad.  d.  W^.s6nsch,. 

t  Voit,  Zeitschr.  /-  Biolog.,  bd.  viu.  s.  29 1  •  ^°    •  necessarily 
to  tL  treatise,  showing  the  numerous  ™ 

fall  from  ^he  experiments.  ^'^'^'^^^J.^^^'J'^^^^^  interesting.  Compare  also 
nutritive  value  of  gelatm,  is  highly  ^^^^^^^^  ^  8.203^  1874.    We  can- 

the  later  treatise  on  this  subject :  ^-^-^-^^f;^^^^^^^  of  nutrient  substances, 
not  attain  to  a  complete  understandmg  ot  ^^dism.  We  ought,  therefore, 
until  we  get  to  know  all  v^ooes.^  tZtt^^^  various  foodstuffs  to  the 
properly  to  leave  the  ;^*^°!^        ^^7^;  3  aifficulty  can  in  no  way  be  sur- 

Lt  chapter  of  physiological  "2'^^;;3*"        chapters.    It  appeal. 

study. 
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in  the  food,  which  was  not  by  itself  sufficient  to  prevent 
the  tissues  giving  off  albumen,  gelatin  was  added,  the  nitro- 
genous equilibrium  was  restored.  The  gelatin,  therefore,  had 
preserved  the  proteid  of  the  tissues  from  decomposition;  it 
effects  an  "economy  of  the  albumen."  This  property  of 
economizing  proteid  also  belongs  to  the  fats  and  carbo- 
hydrates, but,  as  Voit's  experiments  have  shown,  not  in  the 
same  degree  as  to  the  gelatin. 

It  has  recently  been  supposed  that  the  gelatin  might 
perhaps  replace  the  albumen  if  tyrosin  were  at  the  same 
time  administered.    We  now  know  that  the  contrast  in  the 
metabolism  in  animals  and  plants  is  not  so  complete  as 
was  formerly  supposed.    There  was  therefore  the  a  priori 
possibility  that  albumen  might  be  formed  by  synthesis  from 
gelatin  and  tyrosin.    The  first  experiments  *  appeared  even 
to  favour  this  supposition,  but  on  careful  repetition,  a  negative 
result  was  obtained.    Lehmannf  fed  two  rats  on  a  mixed 
diet  of  gelatin,  rice-starch,  butter,  meat  extract,  and  bone- 
dust;  and  six  rats  on  the  same  diet  with  the  addition  of 
tyrosin.    They  all  died  at  about  the  same  time,  from  forty- 
seven  to  seventy  days  afterwards.    Thus  these  experiments 
also  tend  to  show  that  no  albumen  can  be  produced  from 
gelatin,  although  we  know,  on  the  other  hand,  that  all 
gelatin  -  yielding  tissues  of   the  body   are   formed  from 
albumen. 

Gelatin,  as  such,  is  only  to  be  found  in  cooked  food. 
Of  the  gelatin-yielding  tissues,  the  connective  tissue  is 
easily  digested,  and  is  therefore  an  important  element  of 
food.  Meat,  which  consists  to  a  great  extent  of  connective 
tissue,  disappears  almost  entirely  in  the  alimentary  canal  of 
man  The  digestibility  of  cartilage  and  bone  was  long 
doubted,  until  it  was  proved,  by  experiments  in  Voit's  labora- 

p.  36  :^18t6~  "'"'^  y^erleljahrsenr.  der  natur/orscU.  Ges.  in  Zurich, 

188^^"'^  ^"  ^-  Ge*.  /.  Morphol.  u.  Physiol  in  Munchen  : 
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tory,*  that  dogs  fed  on  gristle  ejected  but  a  very  incon- 
siderable amount  in  the  faeces.  A  large  part  (as  much  as 
53  per  cent.)  of  the  collaginous  substance  of  the  bones  did 
not  reappear  in  the  f^ces.  We  do  not  know  how  far  the 
digestive  organs  of  man  are  capable  of  dealing  with  cartilage 
and  bone,  as  no  experiments  have  been  made  to  ascertain  this. 

Keratin,  the  chief  constituent  of  the  epidermis,  of  haii% 
nails,  claws,  hoofs,  horns,  and  feathers,  was  formerly  classed 
with  the  gelatin-yielding  substances.    But  keratm  is  distin- 
guishable from  the  collaginous  matters,  as  weU  as  from  albu- 
minous substances,  by  its  high  percentage  of  sulphur  (from  4 
to  5  per  cent.),  but  more  especially  from  the  gelatm-yieldmg 
substances,  by  the  fact  that  tyrosin  makes  its  appearance 
among  its  products  of  decomposition.    According  to  this  last 
property,  keratin  should  be  classed  among  the  proteids.  The 
keratins  of  the  various  tissues  are  probably  not  identical  and 
not  chemical  entities,  but  mixtures  of  different  substances. 
Keratin  does  not  come  under  our  consideration  as  food ; 
according  to  previous  experiments  it  appears  incapable  o 
being  digested  by  the  mammal.t    Certain  insects  can  digest 
keratin.    The  caterpillar  of  the   clothes-moth  apparently 
feeds  almost  entirely  upon  keratin.    Wherever  therefore, 
keratin  is  rendered  soluble,  it  can  take  the  place  of  albtimen 
The  chief  constituent  of  elastic  tissue,    elastm,"  which  was 
likewise  formerly  classified  under  the  same  ^^eadmg  as 
gelatin,  now  stands  by  itself:  on  decomposition,  it  yieds 
a  smal  amount  of  tyrosin.?    Elastic  tissue  is  almost  com- 
pletely digested  by  dogs.§    As  regards  human  beings,  we 

.  X  fa  rLmal  organism,"  p.  6. 

p.  67  :  1885.  ^ronerlies  of  elastin,  vide  K.  H.  CMttenden  und 

t  For  the  -^P°^;*"\7^"rp.   68:  1889.    The  earlier  literature  is 
A.  S.  Hart,  Zeitschr.f.  Biolog.,  vol.  xxv.  p. 

here  quoted.  romnare  also  L.  Morochowetz,  St.  Fetershurger  med. 

§  Etzinger,   oc.  cit.  Conipare  a^s  ^  Verhandlungen  dc. 

Wocher.schr.:  No.  xv.,  1886.  A.  ii-wa 
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must  mention  an  experiment  made  by  Horbaczewski  *  on 
a  patient  with  gastric  fistula.  Powdered  elastin  in  a  small 
bag  -was  introduced  through  the  fistula,  and  was  found  to  be 
partly  dissolved  in  twenty-four  hours. 

natur.-histor.  med.  Vereins  zu  Heidelberg.  N.  F.,  vol.  i.  p.  441  :  1877 ;  and 
Cliittenden  und  Hart,  loc.  cit. 

*  J.  Horbaczewski,  Zeitschr.f.  physiol,  Ch&m.,  vol.  6,  p.  330:  1882. 
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FURTHER  CONSIDERATION  OE  ORGANIC  FOOD-STTJFFS  -  CARBO- 
HYDRATES AND  EATS-SIONIEICATION  OF  THE  THREE  MAIN 
GROUPS  OF  ORGANIC  FOOD-STUFFS. 

We  will  now  turn  our  attention  to  two  main  groups  of  foods 
which  offer  a  contrast  to  the  two  last  mentioned  m  bemg 
free  from  nitrogen  and  sulphur-the  fats  and  the  carbo- 
hydrates.*   They  agree  with  one  another  in  being  made 
up  of  the  same  three  elements :   carbon,  hydrogen,  and 
oxygen.    But  the  quantitative  composition  is  weU  known  to 
be  quite  different;  the  fats  are  much  poorer  in  oxygen,  and 
richer  in  carbon  and  hydrogen.  Therefore  the  heat-equivalent 
of  the  fats  is  much  the  greater. 

The  heat-equivalent  of  the  organic  substances  cannot  be 
exactly  computed  from  the  known  heat-equivalents  of  caAo. 
and  hydrogen,  because,  of  the  amount  of  heat  which  i 
et  free  by' the  union  of  the  oxygen  with  the  c^-bon  a  a 
hydrogen,  a  part  is  used  up  in  the  separation  o   th  hy 
drogen  atoms  from  the  carbon  atoms,  and  of  the  caibon 
a  oms  from  each  other.    This  amount  of  heat  may  va  3 
tZj  in  different  compounds,  because  the  atoms  are  moi 
o  less  firmly  combined  with  each  other,  and  varymg  amoun 
:  hTat  ai/set  free  by  their  union     Metameric  c^mpcni 
^are  known  to  produce  different  heat-equivalents.    Hence  ti^^ 
heat-eauivalenl  of  foods  have  been  determined  by  direc 
■ .  b1  he.  and  in  aU  su.se.uont  r^^^^jl^^^ 
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calometric  methods,  first  by  Frankland,*  then  by  an  improved 
method  by  Stohmann  t  and  his  pupil  Eechenberg,J  lastly  by 
Danilewsky  §  and  by  Eubner.||  In  the  following  table  I  give 
the  values  ascertained  by  the  above-mentioned  authors.  By 
the  side  of  each  figure  will  be  found  the  first  letters  of  the 
author's  name.  The  heat-equivalents  of  carbon,  hydrogen, 
and  of  a  few  decomposition-products  of  foods,  are  also  added 
to  the  table,  for  reference  in  future  remarks.  The  unit  of 
heat  is  that  quantity  of  heat  required  to  raise  the  temperature 
of  one  gramme  of  water  1°  C. 


Heat-Equivalents  op  One  G-ramme  of  Substance  expressed  in 
Units  of  Heat. 


Hydrogen 

F.  and  S.f  . . 

..  34462 

Stearic  acid,  CijHjgOj   

Ech. 

. .  9886 

Ditto   

Eub. 

. .  9745 

Ditto   

F.  and  S.    . . 

. .  9717 

Beef  fat 

D.  .. 

. .  9686 

Olive  oil 

St  

. .  9455 

Pig's  fat   

Eub. 

. .  9423 

Stearic  acid  . . 

St  

. .  9412 

Fat  (human  and  animal),  the  average  of  a 

numher  of  approximate  figures,  9319-9429 

St  

. .  9372 

Butter 

St  

. .  9179 

Charcoal 

F.  and  S.    . . 

. .  8080 

Ethylalcohol   

F.  and  S.    . . 

. .  7184 

Ditto   

Berth  e  lot    . . 

. .  6980 

Fibrin  from  plants  . . 

D  

..  6231 

Haemoglobin  (horse) 

D  

. .  5949 

Casein 

D  

. .  5855 

Fibrin  from  blood  

D  

. .  5772 

Casein  from  milk  (three  preparations, 

5754-5693),  average   

St  

. .  5715 

Butyric  acid . . 

F.  and  S.    . . 

. .  5647 

Paraglobulin  (from  horse's  blood-serum)  . . 

. .  5634 

*  Frankland,  PMlog.  Mag.,  vol.  xxxii.  p.  182  :  1866. 

t  .Stohmann,  Journ.  f.  praJct.  Chem.  N.  F.,  vol.  xix.  pp.  115-142 :  1879  ;  and 
Landwirthsehaftl.  Jahrb.,  pp.  531-581 :  1884. 

X  von  Eechenberg,  Journ.  f.  prakt.  Chem.]  N.  F.,  vol.  xxii.  pp  1-45.  223- 
250:  1880.  ' 

§  Danilewsky,  Pfluger's  Arch.,  vol.  xxxvi.  p.  237 :  1885. 
II  Eubner,  Zeitschr.  f.  Biolog.,  vol.  xxi.  pp.  250,  337  :  1885. 
K  Favro  and  Silbermann,  Ann.  d.  Qum.  et  d.  Phys.,  t.  xxxiv.  p.  357  :  1852. 
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Crystallized  albumen  (from  pumpkin-seed, 

prepared  by  Griibler)  

Egg-albumen  (two  preparations,  5556  and 

5597),  average  

Succinic  acid,  C4H5O4 

Ditto   

Uric  acid 

Ditto   ■. 

Urea  •  . . 

Ditto   

Fibrin  from  blood  (three  preparations, 

5487-5536),  average  

Glutin  (from  isinglass)  

Peptone  (prepared  by  Drechsel)  . . 
Chondrin 
Peptone 
Starch,  CgHioOj 
Erythrodextriu 
Glycerine 
Cane  sugar  . . 

Ditto,  CijHjjO,, 
Maltose  anhydrid,  C,i2H220,, 
Lactose  anhydrid,  CijHjjO,, 
Cellulose  (from  Swedish  filter-paper) 
Starch 

Cane  sugar   . .  ' 

Lactose  hydrate,  CuHjjOi,,  HjO  . . 
Dextrose  anhydrid,  CgHjaOg 
Maltose  hydrate,  Ci^HjjOn)  HjO  . . 
Lactose  anhydrid 
Lactose  hydrate 
Dextrose  anhydrid  . . 
Dextrose  hydrate,  CjHijOg,  HjO  . . 
Acetic  acid  . . 
AsparagLQ 
GlycocoU 
Urea  . . 

Tartaric  acid,  C4Hg05 

Ditto   

Oxalic  acid,  CjHjOj 

Ditto   

In  the  case  of  non-nitrogenous  food,  the  same  heat- 
equivalent  is  produced  in  our  bodies  as  in  the  calorimeter, 
because  the  ultimate  products  are  the  same;  but  it  is 
different  in  the  case  of  food  containing  nitrogen.  Nitro- 
gen  is  liberated  in  a  free  state  from  combustion  in  the 
calorimeter  ;  oil  the  other  hand,  it  issues  from  the  decompo- 


St  

. ,  5595 

St  

. .  5577 

Rch. 

. .  2996 

St  

. .  2937 

Frankl. 

, .  2645 

St  

. .  2620 

D  

. .  2537 

Ri- 
ot.   •  .        •  . 

. .  2465 

Rf 

oil*    •  •        • » 

5508 

±j,     •           •  • 

5493 

XJi      ■  •          •  • 

. .  4914 

T\ 

X/.       •  •             •  • 

. .  4909 

T) 

. .  4876 

Rch. 

. .  4479 

Rch. 

. .  4325 

Rf 

. .  4305 

XJ.       *  *             »  . 

. .  4176 

. .  4173 

Rch. 

. .  4163 

Rch. 

. .  4162 

St 

4146 

OL.       •  •              •  • 

..  4116 

St 

VJ\l*        •  •                •  • 

. .  3959 

Rch. 

. .  3945 

"Rph 

. .  3939 

Rp>i 

. .  8932 

01.    •  •         •  * 

3877 

ot.    •  *         •  • 

. .  3667 

St.     .  . 

8692 

xtcn.           .  • 

8567 

J? .  ana  0.    .  • 

. .  3505 

ot.    . .        .  • 

. .  8423 

Rf 

. .  3050 

Frankl. 

..  2121 

St  

. .  1744 

Rch. 

. .  1408 

Rch. 

..  659 

St  

..  569 

ERRATUM. 

Page  70,  Hue  7  from  bottom  of  list,  for  "  Asparagia  "  read  "  Aspartic  acid.' 
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sition  and  oxidation  of  the  body,  as  an  organic  compound, 
in  union  with  a  part  of  the  carbon  and  hydrogen,  and,  in  the 
case  of  man,  principally  as  urea.    The  amount  of  urea  which 
can  be  formed  from  the  albumen,  is  about  one-third  of  the 
weight  of  the  albumen.    In  order,  therefore,  to  ascertain  the 
heat-equivalent  of  the  proteid  in  our  organism,  we  must 
deduct  one-third  of  the  heat-equivalent  of  urea  from  that  of 
the  albumen.    But  this  figure  would  come  out  rather  too 
high,  because  the  nitrogen  leaves  our  body  not  only  as  urea, 
but  partly  as  a  compound  containing  both  more  carbon  and 
more  hydrogen.     We  must  therefore  subtract  at  least  800 
units  of  heat  from  the  heat-equivalent  of  the  proteids  in  the 
above  table,  and  we  then  obtain  figures  which  are  only  a 
little  higher  than  those  of  the  carbohydrates.    As  a  store  of 
energy  in  our  bodies,  therefore,  the  carbohydrates  are,  in  a  ' 
quantitative  respect,  about  equivalent  to  the  proteids.  The 
heat-equivalent  of  fats,  on  the  other  hand,  is  twice  as 
great. 

Little  has  as  yet  been  ascertained  as  to  the  manner  in 
which  the  organs,  in  the  performance  of  their  various  func- 
tions, utilize  the  potential  energy  acquired  by  the  storage  of 
food.    As  muscle  is  made  up  chiefly  of  albuminous  matter, 
it  was  a  plausible  supposition  that  proteid  was  the  source  of 
muscular  work.    This  view  was  maintained  by  Liebig,  who 
contrasted  the  foods  containing  no  nitrogen — the  fats  and 
carbohydrates— as  "respiratory  foods"  with  the  proteids  as 
"plastic  foods."    He  taught  that  the  former  served  mainly 
to  generate  heat.    At  the  present  time  we  know  that,  in  the 
work  of  muscle,  the  excretion  of  nitrogen  is  increased  only  in 
a  sHght  degree,  but  that  the  excretion  of  carbonic  acid  and 
the  absorption  of  oxygen  is  notably  increased;  that  therefore 
muscle  works  principally  with  material  free  from  nitrogen. 
We  know  that  a  store  of  carbohydrates  is  to  be  found  in  the 
muscles  in  the  form  of  glycogen,  and  that  this  store  disap- 
pears during  work.    It  thus  appears  that  the  carbohydrates 
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serve  as  the  cliief  sources  of  energy  in  muscle.*  The  fats  and 
the  carbohydrates  may  replace  each  other,  but  only  -within 
certain  limits  ;  they  do  not  appear  to  play  exactly  the  same 
part.  This  is  proved  by  their  simultaneous  appearance  m 
the  milk  of  all  carnivorfe,  omnivor®,  and  herbivorse.  It  is 
further  proved  by  the  instinctive  desire  for  the  addition  of 
fat  to  a  diet  however  abundant  in  carbohydrates  it  may  be, 
and  the  desire,  on  the  other  hand,  for  the  addition  of  carbo- 
hydrates to  the  richest  fat-diet. 

The  fats  are,  at  any  rate,  the  most  fertile  sources  of  heat. 
Concerning  the  importance  of  animal  heat  in  vital  functions, 
we  know,  so  far,  that  all  chemical  processes,  as  well  as  the 
interchange  of  force  connected  with  them,  and  the  functions 
of  the  body  dependent  upon  them,  are  more  intense  at  a 
higher  temperature.  The  fact  that  the  functions  of  the 
nervous  system,  and  of  the  muscles  especially,  are  performed 
more  rapidly  at  a  higher  temperature,  may  be  easily  demon- 
strated, as  is  well  known,  on  poikilothermic  animals. 

It  has  not  yet  been  ascertained  which  functions  of  the 
body  are  aided  by  the  decomposition  and  oxidation  of  the 
large  amount  of  proteid,  which  no  other  food-substance  can 
replace.    It  is  a  matter  of  experience,  that  each  person  must 
be  daily  supplied  with  at  least  100  grms.  of  proteid,  in  one 
form  or  another.    If  he  eats  less  than  this  amount,  he  must 
use  part  of  the  proteid  of  his  tissues,  however  large  a  quantity 
of  fat  and  carbohydrates  he  takes  as  weU.f    The  fats  and 
carbohydrates  can  only  act,  in  a  certain  degree,  as  substitutes 
for  the  proteids. 

*  The  question  as  to  the  source  of  muscular  energy  wiU  be  fully  treated  in 

^''Trr^  mimerous  experiments  recently  communicated,  it  appears  that,  when 
a  large  amount  of  carboh>drate8  is  taken,  much  less  than  100  gnns.  of  proteid  ,s 
almost  if  not  quite,  sufficient  to  maintain  nitrogenous  equilibrium  It  is  open 
toTue  t  on,  howevek  whether  it  would  be  so,  over  a  long  period  of  laborious  work 
anrnorl  sexual  life.  Vide  C.  Voit,  E.  Voit  und  Constantimdi,  Za^^.c;;n 
Sir  vol  XXV.  p.  232:  1888;  Hirschfeld,  VircUw's  Arch.,  vol.  cxiv.  p.  301. 
1888 ;  knd  Muneo  Kumagawa,  iUd.,  vol.  cxvi.  p.  370 :  1889. 
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We  know,  indeed,  that  the  elements  of  our  tissues  which 
are  rich  in  albuminous  material,  undergo,  like  all  unicellular 
bodies,  a  rapid  change  of  generations;  that  increase,  death 
of  one  part,  growth  and  division  of  another,  follow  each  other 
in  uninterrupted  succession.  In  the  epidermis  (the  tissue 
most  convenient  for  observation),  we  see  the  older  cells  con- 
tinually dying  off  and  being  replaced  by  the  proliferation  of 
under  layers.  The  same  process  has  been  traced  in  the 
epithelium  cells  of  the  intestine  and  of  certain  glands.  A 
glance  at  a  section  of  bone  shows  that  newly  formed  con- 
centric lamellae  are  continually  growing  into  the  older 
system  as  it  becomes  absorbed.  We  shall  see,  when  we 
come  to  consider  the  processes  of  absorption  in  the  intestine 
(Lecture  XII.),  that  the  leucocytes  also  undergo  rapid  growth 
and  destruction.  Why  should  not  tha  same  thing  be  taking 
place  in  the  tissues  hidden  from  our  observation  ? 

But  the  material  of  the  dying  elements  of  tissues  may  be 
used  up  in  the  growth  of  the  surviving  cells.  The  necessity 
for  a  daily  consumption  of  100  grms.  of  albumen  is  incompre- 
hensible, so  long  as  we  do  not  know  of  any  function  of  the 
body  in  the  performance  of  which  the  chemical  potential 
energies  of  the  destroyed  albumen  are  used  up. 

As  we  know  for  a  fact  that  albumen  is  the  only  one  of 
the  three  main  groups  of  food  that  cannot  be  replaced  by  any 
other,  our  choice  and  combination  of  the  articles  of  diet  must 
be  regulated  by  the  amount  of  albumen  they  contain.  In 
the  following  table  *  may  be  seen  the  average  composition  of 
the  most  important  articles  of  diet,  arranged  according  to  the 
quantity  of  proteid  found  in  them  :— 

*  The  numbers  arc  taken  from  the  worlc  of  J.  Koaig,  "  Chemie  der  mensclili- 
chea  Nahrimgs-uud  Goiiussmittel,"  2ad  edit.  (Berlin,  1882),  in  which  wUl  bo 
touud  an  exhauative  collection  of  aU  former  analyses. 
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TABLE  I. 

One  Hundred  Grms.  of  Food  in  a  Natubal  State  contain— 

Proteid.  FatB.  Carbohydrates. 


Apples  04 

Carrots  . . 
Potatoes  . . 

Human  milk      . .  . 
Cabbage  (various) 


Cow's  milk 
Eice 
Maize 

"Wheat  

Egg-albumen     , .       . ,       .  •  13'0  . ,       •  •  0"3 

Fat  fish  (eel)   13  0  ..       ..  28-0 

Pat  pork   15-0  ..        ..  37-0 

Yolk  of  egg    16  0  ..       ..    32  0 

Fat  beef   IV'O  . .       •  •  26-0 

Lean  flsh  (pike)   ]8-0  ..       ..  0-5 

Lean  beef    21-0  ..       ..  I'S 

f •  »         •  •  •  • 


13 


1-  1  ..  ..  0-2  ..  ..  9 

2-  0  ..  ..  0-1  ..  -.20 

2-  4:  ..  ..  4-0  ..  ••  6 

3-  3  ..  ..  0-7  ..  ••  7 
3-4  ..  ..  4-0  ..  ••  5 
8-0  ..  ..  0-9  .,  -.77 

10-0  ..  ..  4-6  ..  ..71 

12-0  ..  ..  1-7  ..  ..70 


230    ..       ..     1-8  ..58 


Wheat     . . 
Human  milk 
Cabbage  . . 
Peas       . , 
Cow's  milk 


Yolk  of  egg 


Egg-albumen 
Lean  flsh . . 


Fats.  CarbohyA-atcs. 
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One  Hundbed  Grms.  of  Dried  Substance  contain— 
Proteid 

Apples  2-4 

Potatoes  80  .•  ••  87 

Eice   9-0    ..       ..     1-0    ..       ..  89 

Carrots  10-0    ..       ..     2-0    . .  -.82 

Maize  


11-0  ..  ..  5-0  ,.  ..81 

140  ..  ..  2-0  ..  ..81 

18-0  ..  ..  300  ..  ..48 

260  .,  ..  5-0  ..  ..56 

270  ..  ..  2-0  ..  .-62 

27-0  . .  . .  29-0  . .  . .  38 


Fat  pork  28-0    ..  71-0 

Fat  flsh  30-0    ..       ..  67-0 


33-0    ..       ..  650 


Fat  beef   39-0    ..       ..  59-0 

Lean  beef. . 


89-0    ..       .,  60 

89-  0    ..       ..  2-0 

90-  0    ..       ..  2-5 


In  the  following  table  we  give  the  amount  which  it  is 
necessary  to  eat  of  the  various  articles  of  diet  in  their  natural 
undried  condition,  in  order  to  convey  100  grms.  of  proteid 
into  our  bodies : — 
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TABLE  m. 

One  Hundeed  Gems,  of  Peoteid  aee  contained  in- 


25,000  grms.  apples. 

750 

grms 

egg-albumen 

9,000  „ 

cnrrots. 

750 

)> 

fat  fish  (eel). 

5,000  „ 

potatoes. 

650 

)» 

fat  pork. 

4,200  „ 

human  miUr. 

620 

»> 

yolk  of  egg. 

3,000  „ 

cabbage. 

600 

)) 

fat  beef. 

3,000  „ 

cow's  milk. 

550 

ji 

lean  flsh. 

1,250  „ 

rice. 

480 

)» 

lean  beef. 

1,000  „ 

maize. 

430 

)) 

peas. 

800  „ 

wbeat. 

In  the  following  table  we  give  the  amount  of  dried  articles 
of  food  which  contain  100  grms.  of  proteid. 


TABLE  IV. 

One  Hundeed  Gems,  op  Peoteid  aee  contained  in — 

370  grms.  dried  cow's  milk. 


4200  grms.  dried  apples 
1250 
1100 
1000 

900 

700 

550 

440 

370 


fat  pork, 
fat  fish, 
yolk  of  egg. 
fat  beef, 
lean  beef, 
egg-albumen, 
lean  fish  (pike). 


potatoes.  360 
rice.  330 
carrots.  300 
maize.  250 
wheat.  112 
human  milk.  112 
cabbage.  110 
peas. 

If  we  subtract  100  from  the  numbers  given,  we  learn 
from  this  last  table  how  much  of  the  other  solid  constituents, 
especially  carbohydrates  and  fats,  we  must  consume  in  order 
to  obtain  100  grms,  of  albumen.  In  the  following  two  tables, 
these  quantities  are  divided  into  carbohydrates  and  fats  ;  in 
Table  V.  they  are  arranged  according  to  increase  of  carbohy- 
drates, and  in  Table  VL,  according  to  increase  of  fats. 

TABLE  V. 

With  IflO  Gems,  of  Peoteid  we  take  up  in— 

Cow's  milk 
Cabbage  . , 
Peas 

Human  milk 
Wheat     . . 
Maize 
Carrots    . . 
Eice 

Potatoes  . . 
Apples    . . 


Carbohydrates. 

Fats. 

•      140     . . 

..  107 

•     220    . . 

..  21 

•     230    . . 

7 

•     270    . . 

..  170 

.     580    . . 

..  14 

•     740    . . 

..  46 

•     820    . . 

..  20 

990    . . 

11 

.    1090    . . 

8 

.    3300    . . 

0 
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TABLE  VI. 
"With  100  Gbms.  of  Pkoteid  we  take  tip  in— 

Fats.  Carbohydrates. 


Apples 

— 

. .  3300 

Egg-albumen 

2  .. 

J.  lli.CJ             •  •            •  .            •  • 

3  .. 

V  .. 

— 

3?e£is       . .       • .       •  • 

..       7  .. 

..  230 

Potatoes  . . 

8  .. 

..  1090 

Kice 

..     11  .. 

,.  990 

Corn       •  •       -  •       •  • 

..     14  •• 

..  580 

Carrots 

..     20  .. 

..  820 
..  220 
. .  1300 

Cabbage  . . 
Eice 

..     21  .. 
..     30  .. 

Maize 

..     46  .. 

..  740 

Cow's  milk 

..    107  .. 

..  140 

Eat  beef  

..    150  .. 

..  270 

Human  milk 

..    170  .. 

Yolk  of  egg 

..    200  .. 

Eel   

..    220  .. 

..    250  .. 

In  forming  an  opinion  from  these  tables,  concerning  the 
value  of  the  different  animal  and  vegetable  foods,  the  following 
must  also  be  taken  into  consideration.     The  amount  of 
proteid  in  most  articles  of  food  has  not  been  accui-ately 
determined.    The  amount  of  nitrogen  only  has  been  ascer- 
tained, and  from  this  the  amount  of  proteid  has  been 
calculated  under  the   supposition  that  no  other  nitrogen- 
compounds  exist  in  food,  and  that  all  kinds  of  proteids 
contain  16  per  cent,  of  nitrogen.    Both  assumptions  are 
wanting  in  precision.    The  amount  of  nitrogen  in  the  vai-ious 
proteids  varies,  as  we  have  seen,  from  15  to  19  per  cent. 
The  other  assumption,  that  foods  contain  no  other  nitrogen- 
compound,  holds  good  in  the  case  of  the  grains  of  cereals 
and  leguminosee.     But  in  most  of  the  other  vegetables 
ammonia,  nitric  acid,  amides,  amido-acids,  etc.,  are  found 
in  considerable  quantities.    In  certain  kinds  of  vegetables, 
the  nitrogen  of  these  compounds  amounts  to  more  than  one- 
third  of  the  entire  nitrogen. 

It  would  also  be  a  serious  mistake  to  calculate  the  amount 


AMOUNT  OF  NITROGEN  AND  PEOTEID  IN  FOOD.  Y7 

of  proteid  from  the  amount  of  nitrogen  in  meat.  This  con- 
tains a  considerable  quantity  of  gelatin-yielding  substances, 
which,  as  I  have  already  pointed  out,  have  a  totally  different 
action  in  nutrition  to  that  of  proteid.  The  gelatin-yielding 
substances  of  animal  food  may  be  regarded  as  more  analo- 
gous to  the  carbohydrates  of  vegetable  food  than  to  the 
proteids.  If,  therefore,  the  nutrient  value  of  meat  and  vege- 
tables be  judged  from  the  above  tables,  according  to  their 
relative  amount  of  albumen,  the  value  of  the  meat  will  be 
rated  too  highly,  and  that  of  the  vegetables  not  highly 
enough. 

On  the  other  hand,  it  must  be  remembered  that  animal 
food  is  much  more  completely  absorbed  than  vegetable  food. 
The  capability  of  absorption  of  the  proteid  in  different  foods 
has  of  late  been  accurately  tested  by  a  careful  comparison 
of  the  amount  of  nitrogen  in  the  nutriment  taken,  with  that 
in  the  faeces.  It  has  thus  been  ascertained  that  the  proteid 
of  the  meat  almost  entirely  disappears.  A  considerable  part 
of  the  proteid  in  milk  reappears  in  the  faces,  and  a  still 
larger  proportion  is  unabsorbed  from  vegetables.  The 
following  table  gives  the  results  of  these  experiments  on 
the  absorption  of  proteid ;  they  have  all  been  carried  out  on 
human  beings. 

„    ,  Percentage  of 

unabsorbed  albumen*  Author. 
Beef  (the  same  person  being  experimented  on)  |  g I }   " '       *  •    I^u^ner  t 

Eubner. 
Eubner. 


"       "       '  ■       ■  ■       •  •       . .    2-9     . .       . .  Eubner. 
Milli  and  cheese  (the  same  person)     ..       ..  M-g 


3-7 


lS'n;.e  e£nat  r  ""f  ^"^^^^  ^'^^      the  products  of  metabolism, 

non  nitr~  fo^^^^^  "b     .""''^'^^l  t°  R-dor's  experi„,cnts  with 

cent   of  So  totll  n'f  "^''^  eliminated  in  the  intestine  amounts  to  8  per 

it^SoI  XX  ;\;tr84™^^  circumstances.    ZeitscjJ f. 

vol.'xi!.'^r45  •"im  "^'^''--  '  =        =  vol.  X.-.  p.  119 :  1880 ; 
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Food. 


Percentage  of 
unabBorbcd  albumen . 

(  7-o) 

Milk*  (four  experiments  on  four  different  people)   ^^.-^  >    •  • 

ll20j 

"  Leguminose  "  (flour  from  leguminosse  and 
cereals) 


Macaroni 
Maize 

Peas  and  bread 
Vermicelli 
Savoy  cabbage 
Wheat  bread 
Kice 

Eye  bread 


[  8-2) 
1 10-5  J 
. .  11-2 
. .  15-5 
12-0— 20-0 
. .  171 


"White  bread  (the  same  person) 


Peas,  shelled 

person) 
"Whole  wheat-meal  bread 
Black  bread  (rye  bread) 

Potatoes  

Harsford-Liebig  bread  . . 
Carrots  (boiled)  . . 
Lentils    . . 
Bran  bread 

Lentils,  potatoes,  and  bread 


and  -well  boiled  (the  same 


Author. 
Eubner. 

Strumpell.t 

Eubner. 

Eubner. 

Woroschiloff.J 

Eubner. 

Eubner. 

Meyer.§ 

Eubner. 

Meyer. 

Eubner.  H 

Eubner. 

Eubner. 

Eubner. 

Eubner. 

Meyer. 

Eubner. 

Striimpell. 

Meyer. 

Hofmann.lT 


IT  ' 

If  the  above  table  be  compared  with  Tables  HI.  and  IV., 
it  appears  scarcely  possible  that  a  man  conld  take  up,  m 

*  Concerning  the  absorbabUity  of  milk,  see  W.  Prausnitz,  Zeitschr.f.  Biolog., 
Foc/iensc/jr.,  p.  90  :  1873.  •■  „  i  .  ir71 

.uenbed  to  the  teeaa  j   r^e  ToroscMloft  who,  duimg 

doting  U.  exponoieote,  'J  "  ,   ,,„.  J,.,  p.  28),  complotely  used  op 

hi.  eipe.io.oot.  oo  '•■""^  j;'°^,:rrtUe  «1  lime  he  pe,ro™ed  the 
IV^ool'S  ™a  t'S'wV  ood  ,et  p.«..ed  hU  oitto.e.oo. 

pp.  11,  44 :  Leipzig,  1880. 
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the  form  of  vegetables,  the  daily  amount  of  at  least  100  grms. 
of  proteid  necessary  to  maintain  the  balance  of  nitrogen. 
The  potato  appears  especially  unsuited  for  this  purpose; 
5  kgrms.  must  be  eaten  in  order  to  introduce  100  grms.  of 
proteid  into  the  stomach,  but  7  kgrms.  must  be  consumed  to 
allow  of  the  absorption  of  100  grms.  of  proteid.  English 
statisticians  do  in  fact  show  that  Irish  workmen,  who  live 
chiefly  on  potatoes,  eat  on  an  average  from  4  to  6-5  kgrms. 
each  daily.     This  appears  scarcely  credible.     The  person 
experimented  on  by  Eubner,*  a  powerful  soldier,  who  was 
accustomed  to  take  large  quantities  of  potato  when  at  home 
in  the  Bavarian  Alps,  could  not  manage  more  than  from 
3  to  3-5  kgrms.,  although  this  monotonous  form  of  food 
was  prepared  in  various  ways,  with  salt  or  with  butter,  with 
vinegar  and  oil  as  a  salad,  in  the  form  of  chips,  or  baked ; 
and  although  the  man  was  eating  all  day  long.    The  potatoes 
he  ate  contained  only  71-5  grms.  of  proteid,  of  which  23-1 
grms.  remained  unabsorbed.  He  could  not,  therefore,  maintain 
his  balance  of  nitrogen,  as  he  gave  out  more  nitrogen  through 
the  kidneys  than  he  absorbed  from  the  intestines,  thus  using 
up  the  store  of  proteid  in  his  tissues ;  i.e.  he  was  gradually 
dymg  of  hunger.  A  sceptical  observer  must,  however,  concede 
the  possibility  that  many  Irish  labourers  may  consume  5 
kgrms.  of  potatoes  and  maintain  their  nitrogenous  equilibrium. 
Ihe  difference  in  individuals  is,  of  course,  very  great 

I  wish,  further,  to  point  out  that  such  a  diet  can  be  better 
borne  by  adults  than  by  children.  Children  have  to  build 
up  their  organism,  and  to  form  a  large  amount  of  proteid  • 
adults  have  only  to  maintain  the  previous  store,  performing 
their  muscular  work  with  the  carbohydrates,  of  which  a 
superflmty  is  introduced  with  a  potato-.diet.  The  frightful 
mortahty  among  children  of  the  lower  classes  is  perhaps 
largely  due  to  the  want  of  albumen  in  their  food. 

Among  the  more  important  articles  of  vegetable  food,  the 

*  EubnQr,  loc.  cit.,  vol.  xv.  p.  146. 
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lesuminoste  contain  the  largest  amount  of  proteid.  A  diet 
of  these,  if  properly  prepared,  maintains  ''f  "S™™' .^."{"i''; 
brium.  This  is  shown  hy  the  experiments  WorosehiloH 
made  upon  himself.  He  lived  for  thirty  days  entmly  upon 
peas,  bread,  and  sugar,  while  at  the  same  time  he  performed 
8628  kilogrammeters  of  work  per  horn:,  for  the  space  of  one 
to  three  hours  a  day,  and  yet  he  showed  no  loss  of  albumen 
The  person  whom  Eubnerf  experimented  upon,  also  kept 
his  nitrogenous  equilibrium  on  a  diet  of  peas. 

If  an  exclusively  vegetable  diet  proves  msuificient,  it  .s 
perhaps  caused  less  by  the  want  of  albumen  than  by  the 
want  of  fat.    If  we  glance  at  Table  Y.  (p.  76)  we  see  that 
the  relation  of  carbohydrates  to  albumen  is  the  same  m  a 
li  t  of  leguminos.  and  cereals  as  in  milk,  with  the  difference 
that  the  former  contain  much  less  tat  than  milk  does  We 
should  hence,  apr«ri,  expect  to  find  that 
very  well  upon  cereals  and  leguminosa=,  with  the  addition 
0  tat,  or  perhaps  even  upon  cereals  and  tat  only^  Milk 
the  trma'  food  ot  the  infant,  not  of  the  adult    The  adult 
t  u™es,  as  I  have  just  explained,  relatively  albumen 
ITmore  carbohydrates.  We  might,  therefore,  cone  ude  that 
the  nom     lood  of  the  adult  would  be  furnishe    by  the 
Irotdd  and  carbohydrates,  in  the  proportion  met  ^  h  in 
c  reaU  and  that  this  diet  would  only  require  the  addition 
,  t!r  This  theory  appears  to  be  confirmed  by  experience. 
Th    labourer    n  som'e  ^  of  Bavaria,  who  do  the 

wdesT  work,  are  said  to  live  upon  a  diet  prepared  from 
flouranriard.t  This  mode  of  living  would  be  the  ideal 
Xgetarirns  §  if  the  tat  were  likewise  obtained  from  the 

+  -Riibner  loc.  cit,  vol.  xvi.  p.  125 :  1S80. 
*  Woioschiloff,  loc.  cit.  J.  n.,,T,„ft  in  den  letzten  10  Jabren.  Fest- 

t  H.  BaBke,  "Die  bayr.  ^-^^^  ''^^^^  "sU  ungsber.  d.  bayr.  Al.ad.,'' 

%i^e^^iS  aSned  C^is^vegetariania.  1.  a  s.all  pa.pblet. 
..Vegetarianism"  (Berlin,  Hirschwald:  1885). 
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vegetable  kingdom,  in  the  form  of  oil,  olives,  nuts,  cocoa. 
From  investigations  made  by  Panum  and  Buntzen,  it  appears 
that  even  a  carnivorous  animal  can  be  nourished  on  cereals 
and  fat;  a  dog  which  was  fed  exclusively  on  groats  and 
butter  could  be  kept  in  good  health  for  two  months  without 
loss  of  weight.*  Unfortunately,  this  experiment  lasted  much 
too  short  a  time. 

The  fat  of  all  food  is  very  completely  absorbed,  f  far  more 
so  than  the  proteids.   The  same  is  true  of  all  carbohydrates,  J 
with  the  single  exception  of  cellulose.    This  was  held  to  be 
totally  indigestible  until  quite  recently,  when  it  was  proved 
by  experiments  on  ruminants  §  at  the  farm-stations  kept 
for  investigations,  that  from  60  to  70  per  cent,  of  the  woody 
fibres  disappear  from  the  digestive  canal.     At  the  experi- 
mental farm  of  Tharand,||  it  was  even  found  that  from  30  to 
40  per  cent,  of  the  cellulose  of  sawdust  and  paper  was 
absorbed,  when  mixed  with  hay  and  eaten  by  sheep.  Weiske  1" 
was  the  first  to  make  experiments  on  human  beings,  which 
he  carried  out  on  himself  and  on  another.    He  found  that 
one  of  them  digested  62-7  per  cent.,  the  other  47-3  per  cent., 
of  the  woody  fibres  in  the  food,  which  consisted  of  carrots,' 
cabbage,  and  celery.  Later  on  Knieriem  **  made  experiments 
on  himself,  and  found  that  he  digested  25-3  per  cent  of 
the  tender  woody  fibres  of  lettuce,  while  only  4-4  per  cent 
of  the  tougher  fibres  of  the  scorzonera.    The  latter  figure  is 
within  the  limits  of  unavoidable  error.    How  cellulose  under- 
goes solution  in  the  intestines,  we  shall  explain  further  on, 

p.  ''''''''''' ^sn! 

t  Rubner,  loo.  cit,  vol.  xv  d  180  +  -d  i, 

§  Ha.b„er,  Z^U^,..  /.^L^././,  p.  ^177  185  "Hen.feb''''  , 
Stohmann,  BeitrUn^  »»r  n^^  •■  j        •         J  >  f-  '■i '  .  laai) ,  Kenwher^  and 

Heft  i. :  1860    Heft       ilS"  ^""^--i/  WledeHcauer, 

I  'h  rUr'f  V  PP-  51.  118  :  1860. 

ismus.  FestHohHr-'  "^1 L?'"'"!*,'"'"^      C<^""1"«°     thierischcn  Origan - 

vol.  xxi.  p.  67:  1885.  '°  ^''''^'"^  ZeiUchvift  f.  Biolog., 
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when  we  come  to  the  consideration  of  the  digestive  pro- 

cesses.  „  , 

Cellulose  can  scarcely  be  classed '  among  the  food-sub- 
stances of  human  beings.    On  the  other  hand  it  is  of  great 
importance  in  acting  as  a  mechanical  stimulus  to  pro^o 
the  peristalsis  of  the  intestine.    For  thxs  reason  cellulose 
is  absolutely  essential  to  animals  with  a  long  mtestmal  tract 
If  rabbits  are  fed  on  a  diet  containing  no  cellulose,  the  onward 
xnovement  of  the  intestinal  contents  ceases,  inflammation  m 
the  intestines  ensues,  and  the  animals  rapidly  die.    But  it 
horn-parings  be  added  to  the  same  food,  nutrition  is  normal 
Borii  jj^     s  Kn^priem  nroved  by  experiments 

These  horn-parings  are,  as  Jinieriem  piuvBu    j  i 

devoted  to  that  purpose,  absolutely  undigested,  and  can 
therefore  only  have  taken  the  place  of  ^ 
as  its  mechanical  properties  were  concerned.    Of  thiee  mice, 
fed  entirely  on  milk,  one  died  after  forty-seven  days,  of  mtus- 
susception,  as  dissection  showed.!  . 

The  following  are  the  details  of  a  post-mortem  examination 
of  a  rabbit  which  had  died  for  lack  of  cellulose  :    _  The 
omach  only  contained  mucus,  and  showed  signs  of  incipient 
rflammationin  the  region  of  the  pylorus;  the  sma  1  mt  - 
ine,  full  of  mucus,  was  much  inflamed  throughout  its  whole 
length,  as  was  also  the  c^cum.    The  latter  was  largely  fiUed 
iTth  excrement  of  the  consistency  of  putty,  which  adhered 
W;  t o  t^e  -lis  and  folds  of  the  c.cum.    The  difference 
between  these  contents  and  those  of  the  c.cum  of  a  normall 
Id  rabbit  is  very  noticeable,  for  here  the  mass  m  the  c.cum 
pr  tty  oose,  falling  almost  completely  away  if  the  intestine 
;  bet  backwards,  and  this  loose  consistency  is  caused  only 
by  the  tough  fibres,  by  means  of  which  the  communica hen 
between  the  anus  and  the  stomach  is  kept  open.    This  could 
hardly  have  been  the  case  in  the  animal  which  died.  X 

*  Knieriem,  lor.,  cil.,  pp-  6, 17-19.  „:„„v„„  QoWr  fur  die  Ernah- 

rungdes  ihierea,  v  ^  ' 
physiol.  Chem.,  vol.  v.  P-  -^7  :  i^Sl. 
J  Knieriem,  loc.  cit.,  p.  17. 
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The  short  intestine  of  carnivora   does  not  require  a 
mechanical  stimulus  to  produce  peristaltic   action.  The 
intestine  of  human  beings  is  well  known  to  be  of  medium 
length ;  a  man's  life,  therefore,  is  not  endangered  by  depriva- 
tion of  cellulose,  although  the  normal  movement  of  the 
intestine  might  be  thereby  impeded.     The  muscular  wall 
of  the  intestine  becomes  atrophied  like  every  other  muscle, 
if  it  has  no  work  to  do.    We  must  therefore  see  that  the  diet 
of  human  beings  does  not  lack  woody  fibres.    The  excessive 
fear  of  indigestible  food  which  prevails  among  the  wealthier 
classes  may  lead  to  universal  debiHty  of  the  intestinal 
muscular  walls.     Habitual  constipation  would  perhaps  not 
be  such  a  common  trouble,  if  we  were  accustomed  from  our 
childhood  to  a  dietary  containing  a  sufficient  supply  of  woody 
fibres.     Of  late  years  whole-meal  bread,  which  is  rich  in 
cellulose,  has  been  a  successful  remedy  for  chronic  constipa- 
tion. ^  It  is  weU  known  that  an  exclusive  milk-diet  may 
occasion  constipation. 

On  the  other  hand,  it  is  urged  that  the  rapid  and  continual 
movement  of  the  intestinal  contents  in  consequence  of  the 
irritatmg  action  of  the  woody  fibres  has  one  drawback-the 
incomplete  utilization  of  the  food.  Fr.  Hofmann  showed 
that  the  addition  of  cellulose  diminishes  the  nutritive  value  of 
meat.*  At  the  same  time,  it  appears  to  me  that  the  advantages 
of  food  containing  cellulose  far  outweighs  the  drawbacks. 

_  The  following  table  shows  the  amount  of  cellulose  eon- 
tamed  m  the  most  important  vegetables  used  as  food  by  man  • 
from  a  dietetic  point  of  view  this  is  not  without  interest. 

Pekcentage  of  Cellulose  in  various  Articles  of  Diet  m  a 

Natural  STATE.f 
Rice  flour  Cellulose.  Water. 

Wheat  flour'(fine) n  ^    "  •       ••  ^^^'^ 

Cucumber .   ^'^    •  •       •  •    13  0 

 0-6    ..       ..  960 


•  Voit,  SUzungsber.  derhayr.  Mad.  :  B^ov,  1869 

t  The  average  figure,  taken  from  Konig'e  work  previously  quoted. 
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Eice 
Onion 

Potato   

Cauliflower 
Asparagus  . . 
Carrots 

Melon   

Mushroom  

Eye  meal  . . 

Apple  (including  pips)  . 

Eadish 

Cabbage   

Green  peas 
Eye 

Strawberries 

Maize   

Wheat  

Horseradish 
Lentils 
Hazel-nut  . . 
Beans 

Grapes  (including  pips) 
Pears  (including  pips) 
Barley 
Walnut     . . 
Almonds   . . 
Easpberries 


Cellulose. 
.    0-6  . 
.    0-7  . 
.    0-8  . 
.    0-9  . 
.    10  . 
.    10  . 
.    11  . 
.    14  . 
. .  1-6 
..  1-5 
..  16 
..  1-8 
..  1-9 
..  20 
..  23 
..    2  5 
..  2-5 
..  2-8 
..  3-0 
..  3-3 
..  3-6 
..  3-6 
..  4-3 
..  5-3 
..  6-2 
..  6-6 
..  6-7 


Water. 

130 

86-0 

75-0 

91-0 

94-0 

890 

90-0 

910 

140 

85-0 
87-0 

900 
78-0 
,  150 
,  88-0 
.  130 
.  14-0 
.  77-0 
.  120 
.  3-8 
.  140 
.  780 
.  83-0 
.  140 
.  4-7 
.  5-4 
, .  86-0 


Eice  flour.. 
Wheat  flour  (fine) 
Eice 

Eye  meal  . . 

Eye 

Wheat 

Maize 

Potato 

Hazel-nut 

Lentils 

Beans 

Onion 

Barley 

Peas 

Walnut  . . 
Almond   . . 


Percentage  op  Cellulose  in  Dried 

Cellulose. 
. .  0-2 


Articles  of  Diet. 


0-4 

0-  7 

1-  8 

2-  4 
2-9 

2-  9 

3-  1 

3-  4 

4-  1 
4-1 
50 
6-2 
64 
6-5 
6-9 


Spinach    . . 
Green  peas 
Carrot 
Apples 
Eadish 
Horseradish 
Cauliflower 
Cucumber 
Mushroom 
Asparagus 
Cabbage  . . 
Strawberries 
Melon 
Pears 

Easpberries 


Cellulose. 

..  81 

..  8-7 

..  8-8 

..  lO'O 

. .  120 

..  120 

. .  130 

. .  140 

. .  160 

. .  17-0 

..  ISO 

. .  19-0 

. .  22-0 

. .  25-0 

. .  47-0 


The  amount  oi  carbohydrates  and  fata  required  for  our  daily 
nutrition  cannot  be  determined,  a«  they  may  either  replace 


CARBOHYDRATES  AND  FATS. 


85 


each  other  or  be  replaced  by  albumen.    Experience  has 
taught  us  that  working  men  who  are  able  to  obtain  sufficient 
food,  eat  daily  from  50  to  200  grms.  of  fat,  and  from  300  to 
800  grms.  of  carbohydrates,  besides  from  120  to  150  grms.  of 
albumen.    Tables  V.  and  VI.  (p.  76)  show  us  how  we  can 
combine  such  articles  of  nutrition  in  the  most  varied  ways. 
The  food  must  be  more  abundant  in  carbohydrates  in  pro- 
portion to  the  work  performed  by  the  muscles,  and  more 
abundant  in  fat  according  to  the  lowering  of  the  sm-rounding 
temperature.    Travellers  in  the  far  north  relate  that  they 
were  glad  to  adopt  the  habit,  prevalent  among  the  natives  in 
those  regions,  of  eating  a  pound  of  butter  or  oil  in  the  day, 
and  that  the  distaste  for  large  quantities  of  fat  returned  as 
soon  as  they  reached  warmer  climates.    On  the  other  hand, 
the  negroes  in  the  plantations  of  the  tropics,  while  doing  the 
hardest  muscular  work,  thrive  on  a  dietary  poor  in  fat,  but 
very  rich  in  carbohydrates. 
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LECTURE  VI. 

CONCLUSION  OF  ORGANIC  FOOD-STUFFS— THE  COMPOUNDS  OF 
PHOSPHORUS  AND  IRON. 

In  the  previous  chapters  we  have  become  acquainted  with 
those  organic  substances  which,  according  to  the  doctrines 
of  physiology  now  prevailing,  are  requisite  for  the  nutrition 
of  man.    But  they  are  probably  much  more  numerous. 

Certain  phosphorus  compounds  should  also  probably  be 
regarded  as  essential  organic  food-substances  of  .  man.  In 
all  animal  and  vegetable  tissues,  and  in  every  cell,  we  find 
two  complex  organic  compounds,  which  are  very  rich  m 
phosphorus,  lecithin  and  nuclein. 

The  lecithins  are  compounds  which  we  may  regard  as 
having  been  formed  from  the  union  of  one  molecule  of 
glycerine  with  two  molecules  of  a  fatty  acid  (stearic  acid, 
palmitic  acid,  or  oleic  acid),  one  molecule  of  phosphoric  acid 
and  one  molecule  of  neurin,  with  the  loss  of  four  molecules 
of  water.  The  constitution  of  this  complex  molecule  has  not 
yet  been  accurately  determined;  it  is  possible  that  there  may 
be  several  isomeric  combinations  of  the  above  constituents.^ 

Neurin  is  an  ammonium  base,  the  composition  of  which 
is  accurately  known.  When  heated,  it  splits  up  mto  glycol 
(ethylene  alcohol)  and  trimethylamin.  Its  synthesis  con-e- 
sponds  with  this  decomposition :  Wurtz  t  produced  it  by  the 

*  Vide  Diakono.,  Central^,  f.  d.  .red.  Wissenscn,  Nos.  1^  7  28 :  1S68^  Hoppo- 
t.  Ixv.  p.  1015  :  i8G7 ;  and  t.  Ixvi.  p.  772 :  1863. 
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action  of  ethylene  oxide  and  water  on  trimethylamin.  The 
formula  of  neurin  is  therefore — 

.CHa 

'CH2  CH2OH 
\0R 

In  the  animal  kingdom,  neurin  has,  up  to  the  present  time, 
only  been  found  in  lecithin.     It  was  first  obtained  by 
Strecker  *  from  the  bile,  which  contains  lecithin,  and  hence 
it  was  called  eholin.    Liebreich  f  found  it  among  the  pro- 
ducts of  decomposition  of  phosphorus  compounds  from  nerve - 
substance  (brain) ;  he  therefore  called  it  neurin.  Diakonow 
showed  that   neurin  was  a  product  of  decomposition  of 
lecithin.    In  the  tissues  of  plants,  neurin  is  found  in  other 
combinations  as  well  as  in  lecithin.    In  mustard  seed  there 
is  an  alkaloid  (sinapin)  which,  on  boiling  with  alkalies,  is 
resolved  into  sinapic  acid  and  neurin.    Two  alkaloids  have 
been  obtained  by  Schmiedeberg  and  his  pupils  J  from  the 
Amanita  mttsmrm— amanitin  and  muscarin,  the  former  of 
which  was  found  to  be  identical  with  neurin.    The  latter,  a 
violent  poison,  differs  from  amanitin  only  in  possessing  one 
more  atom  of  oxygen.    In  fact,  by  the  action  of  boiling  nitric 
acid  on  neurin  (the'  neurin  being  taken  indifferently  from 
amanita,  from  the  lecithin  of  the  brain  or  of  yolk  of  egg,  as 
well  as  that  synthetically  produced),  an  alkaloid  containing 
one  more  atom  of  oxygen  was  successfully  obtained,  which 
acted  poisonously  in  a  similar  manner  to  muscarin;  the  action 
on  the  heart,  in  particular,  being  alike  in  both  cases.  This 

to.I  <^''e™-  Pharm.,  vol.  cxxui.  p.  353:  1862;  vol.  cxlviii.  p.  76; 

1868. 

t  Liebreich,  ibid.,  vol.  cxxxiv.  p.  29  :  1865. 

t  Schrniedeberg  and  Koppe,  "Das  Muskarin,  das  giftige  Alkaloid  des 
riiegenpilzes  :  Leipzig.  1869;  B.  Ilamuck,  Arch.  f.  exper.  Path.  u.  Pharm., 
vol.  IV.  p.  168:  1875;  Schmiedeberg  and  Harnack,  Arch.  /.  exper.  Path.  u. 
Pharm.,  vol.  vi.  p.  101 :  1876. 
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intimate  connection  between  a  substance  contained  in  every 
animal  and  vegetable  cell  and  a  powerful  poison,  is  a  fact 
of  great  interest.  According  to  the  more  recent  researches 
of  Boehm,*  however,  the  muscarin,  artificially  produced  by 
oxidation  of  neurin,  is  not  identical  with  the  muscarin  in 
the  amanita,  but  is  isomeric ;  the  pharmacological  action  is 
different.  Boehm  found  neurin  in  other  fungi,  and  obtained 
it  in  large  quantities  from  the  residue  of  crushed  cotton 
seeds  and  beech-nuts. 

Lecithins  have,  in  common  with  fats,  to  which  they  are 
so  nearly  allied  in  composition,  the  property  of  solubility 
in  alcohol  and  ether;  they  are  also  miscible  in  every  pro- 
portion with  fats ;  but  at  the  same  time,  they  have  the  power 
of  swelling  and  becoming  slimy  in  water.  For  this  reason, 
they  appear  to  be  peculiarly  adapted  for  aiding  the  inter- 
action of  watery  solutions  and  substances  not  soluble  in 
water,  and  to  take  part  in  the  most  various  chemical  pro- 
cesses in  the  tissues.  But  at  present  we  know  absolutely 
nothing  about  the  part  which  the  lecithins  may  play  in  any 
of  the  vital  functions. 

The  next  question  which  must  occupy  our  attention  is, 
whether  the  lecithins  of  our  tissues  are  produced  from  the 
lecithins  of  food,  or  by  synthesis  from  other  materials, 
such  as  fat,  albumen,  and  phosphoric  acid.  It  has  been 
ascertained,  from  experiments  in  Hoppe-Seyler's  laboratory,! 
that,  in  artificial  pancreatic  digestion,  the  lecithins  take  up 
water  and  readily  split  up  into  glycermphosphoric  acid,  fatty 
acids,  and  neurin.  It  is  not  yet  known  whether  this  decom- 
position is  complete  in  the  case  of  normal  digestion,  or 
whether  a  portion  is  absorbed  undecomposed,  and,  if  so, 
how  large  a  portion;  whether  only  the  undecomposed  part, 
when  absorbed,  can  be  utilized  in  the  building  up  of  the 
tissues,  or  whether  the  products  of  decomposition  which  arc 

*  Boehm,  Arrh.f.  exper.  Path  u.  Pharm..  vol.  xi^.  p.  87:  1SS5. 
t  A.  Bdkay,  Zeitschr.  f.  p'^ynol.  Chem.,  vol.  i.  p.  15/  : 
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absorbed  again  become  united;  whether,  finally,  lecithin 
may  also  be  formed  from  other  material.  The  absorption 
of  lecithin  or  of  its  products  of  decomposition  is  in  any  case 
complete ;  neither  lecithin  nor  glycerinphosphoric  acid  can 
ever  be  found  in  the  fteces.  The  presence  of  lecithin  in 
milk*  seems  to  show  how  essential  that  substance  is  in 
nutrition. 

The  generic  name  of  ndclein  f  bas  been  bestowed  upon 
a  large  number  of  very  different  organic  phosphorus  com- 
pounds, which  are  to  be  found  in  all  animal  and  vegetable 
tissues,  being  especially  abundant  in  the  nuclei  of  cells. 
The  nucleins  have  as  yet  been  little  investigated,  and  we 
have  no  proof  that  the  pure  substances  hitherto  isolated 
are  chemical  entities.    All  are  alike  in  being  insoluble  in 
alcohol,  ether,  water,  and  dilute  mineral  acids,  and  in  beine 
soluble  in  alkalies.    The  phosphorus  is  given  off  from  them 
all,  as  phosphoric  acid,  on  boiling  with  water,  and  more 
rapidly  so,  on  boiling  with  alkalies  or  acids.    But  the  organic 
substances  which  are  combined  with  the  phosphoric  acid 
appear  to  be  of  very  varying  character,  and  have  been  but 
little  investigated.     Most  nucleins  are  proteid  compounds, 
although  a  few  do  not  contain  albumen.    Many,  on  splitting 
up,  produce  hypoxanthin  and  guanin— crystalline  compounds 
rich  in  nitrogen,  which  we  shall  describe  more  at  length 
when  we  consider  the  chemistry  of  urine.    The  preparations 
of  nuclein,  hitherto  analyzed,  contained  from  3-2  to  9-6  per 
cent,  of  phosphorus. 

The  nucleins  have  much  the  same  solubility  as  proteids, 

t  ™e"ntcl2         f  T- '       Hoppe-Seylcr,  Heft  ii.  p.  272  :  1867. 
nucL  oTpus  o',,T      i  ^T^'"'^  """^  investigated  by  Miescher  in  tl.e 
(Ilea.  cnem.  Unters.,  edited  by  Hoppe-Seyler,  Heft  iv.  pp  441   502  •  1871  • 

/XL/  rr""^^''"  experiments  on  nucleins  were  nmde  by  Kosse , 

Mr  f  liJJnJ       ^""^'''r^^'^'Sen  uber  die  Nucleine : "  Sfrassburg,  1881  ; 
phystol.  Ghem.,  vol.  vi.  p.  422  :  1882 ;  vol.  vii.  p.  7  •  1S82 
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and  are  found  united  with  these  in  the  same  morphological 
structures,  but  they  can  be  separated  by  artificial  gastric 
digestion  (Lectures  IX.  and  X.) :  the  proteids  are  peptonized ; 
the  nucleins,  on  the  other  hand,  are  little  affected  by  the 
gastric  juice.  It  appears  that  the  nucleins  mostly  occur  in 
the  tissues,  not  in  a  free  state,  but  as  compounds  with 
albumen  (nucleoalbumens),  and  perhaps  also  with  lecithm, 
and  that  gastric  digestion  separates  them  from  these  bodies. 

We  know  nothing  concerning  the  import  of  nucleins  in 
any  vital  functions. 

Whether  the  nucleins  of  our  tissues  arise  from  the  nucleins 
of  food,  in  which  case  the  nucleins  would  rank  among  the 
number  of  essential. food-substances,  or  whether  the  nucleins 
are  formed  in  the  body  by  synthesis,  is  a  question  of  great 
importance,  about  which  as  little  is  known  as  concerning 
the  mode  in  which  the  lecithins  originate.    The  occurrence 
of  nucleins  in  milk*  seems  to  point  to  the  former  supposition 
as  the  correct  one,  whereas  the  slight  digestibihty  of  the 
nucleins  would  lead  us  to  the  latter  conclusion.    The  experi- 
ments carried  out  in  Hoppe-Seyler's  laboratory  t  showed  that 
nuclein  is  as  little  affected  by  artificial  pancreatic,  as  by 
artificial  gastric,  digestion.    Nuclein  was  found  in  abundance 
in  the  fffices  of  dogs.    A  quantitative  determmation  of  the 
comparative  amounts  of  nuclein  in  food  and  m  the  faeces 
has  not  yet  been  made,  and  it  is  therefore  not  yet  known 
whether  the  nucleins  are  absolutely  indigestible,  or  whether 
a  part,  and,  if  so,  how  much,  is  absorbed. 

The  following  observation,  made  by  Miescher  t  on  Ehme 

*  Nuclein  was  proved  to  be  a  constituent  of  milk  by  Lubavin  (Hoppe-Seyler's 
TT  ,       nr.ff  iv  n  4rv^  •  1871;  Ber.  d.  deutsch.  diem.  Ges.,  vol.  x.  p. 
S  ."m,  d';,f  1  p.  f02.    iS).    B.,.™,..e.  ...«-«d  .„.t  n>,clo»  U 
Snrf  l;         "  nucle»lbum»  /•  !*!/«»'■  C'--  ">'•      "■■  ' 
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salmon,  proves  that  the  nucleins  as  well  as  the  lecithins 
arise  in  the  animal  body  by  synthesis.    The  salmon  travel 
up  the  river  every  year  from  the  sea  to  spawn  in  the  Upper 
Ehine.    During  the  journey,  the  ovary  grows  from  6*4  to 
19'27  per  cent,  of  the  salmon's  entire  weight.    These  journey- 
ings  last  from  four  to  fourteen  weeks.    During  the  whole 
of  this  time  they  take  no  food ;  the  intestinal  canal  is  always 
found  empty.    The  material  which  goes  to  form  the  ovaries 
can  only  be  produced  by  the  muscles,  which  constitute  the 
bulk  of  the  fish's  weight.    Miescher  showed  by  comparative 
determinations,  made  on  fish  of  equal  size,  that  the  muscles 
disappear  in  proportion  as  the  ovaries  develop,  and  that  the 
loss  in  weight  of  the  large  lateral  trunk-muscles  is  sufficient 
to  cover  the  increase  in  weight  of  the  ovaries.    Now,  the 
ova  are  very  rich  in  lecithin  and  nuclein ;  the  muscles, 
however,  are  poor  in  these  compounds.     But  the  muscles 
contain  phosphoric   acid  in   abundance  in  another  form, 
probably  as  potassium  salts,  loosely  united  with  proteids. 
Miescher  therefore   concludes  that   the   new  compounds, 
characteristic  of  the  egg,  are  formed  from  the  proteid,  the 
fat,  and  the  phosphates  of  the  muscles,  a  profound  chemical 
rearrangement  taking  place. 

Perhaps  cholesteein  also  belongs  to  the  organic  food- 
stuffs essential  to  man.  Like  the  lecithins  and  nucleins,  it 
is  a  normal  constituent  of  all  vegetable  and  animal  tissues 
and  of  milk.*  Neither  do  we  know  whether  eholesterin  is 
formed  only  in  the  plant,  and  enters  the  animal  body  either 
du-ectly,  in  the  form  of  vegetable  food  (in  the  case  of  herbi- 
vora),  or  indirectly  (in  the  case  of  carnivora),  or  whether  it 
13  formed  from  other  material  contained  in  the  animal  body 
Cholesterin  is,  like  lecithins  and  fats,  insoluble  in  water,  and 

TltllTpr-T  ^J°^>-«i-^'^«^t^'"ung  in  Berlin,  p.  183:  1880;  and  Arch, 
f.  Anat.  u.  Physiol 1881 ;  Anat.  Abtli,  p.  193. 

«n  Tq^^'^u^ -M^'  Hoppe-Soyler,  Heft  ii.  p.  272  :  1867  • 

^nd  Schmidt-Mulheim.  PflQger'a  Arch.,  vol.  xxx  p.  384 :  1883. 


92  LECTURE  VI. 

soluble  in  ether  and  alcohol,  but  is  distinguished  from  them 
by  its  insolubility  in  boiling  potash ;  it  cannot  be  saponified, 
as  it  is  not  an  ethereal  salt,  but  a  monohydric  alcohol  with 
the  composition  CA,OIL  +  H.O.  The  chemical  constitu- 
tion of  this  compound  is  not  known.  "We  are  still  in  com- 
plete ignorance  concerning  the  physiological  significance  of 

cholesterin.  -1,1,1 
Finally,  there  are  certain  compounds  of  iron,  which  belong 

to  the  food-substances  necessary  to  man. 

The  body  contains  no  small  amount  of  iron.  From  the 
ash  of  whole  animals,  I  have  found  *  the  following  quantities 
of  iron  per  kilogramme  of  body-weight  :— 

Young  rabbit,  14  days  old  n  nlv 

Young  cat,  19  days  old   0-047  „ 

If  we  assume  the  human  organism  to  contain  the  same 
proportion  of  iron,  a  body  weighing  70  kgrms.  would  have  from 
3-1  to  5-2  grms.  of  iron.    The  greater  part  of  the  iron  m  our 
body  is  contained  in  the  blood,  in  the  form  of  a  complex 
organic  compound,  hemoglobin.    Our  body  contains,  accord- 
ing to  Bischoff's  t  determination,  from  Tl  to  7-7  per  cent  ot 
blood ;  and  the  blood,  according  to  C.  Schmidt,t  from  0-049 
to  0-051  per  cent.  Fe,  and  this  almost  exclusively  as  haemo- 
globin.   The  amount  of  other  combinations  of  u'on  m  the 
blood  is  relatively  very  smaU.    Hence  it  is  computed  that  the 
quantity  of  iron  in  the  blood  of  a  man  weighmg  /O  kgrms. 

is  from  2*4  to  2*7  grms. 

We  now  arrive  at  the  consideration  of  the  que s  ion  as  to 
how  the  hemoglobin  of  the  blood  is  formed.  The  food  ol 
most  vertebrates  contains  no  hemoglobin,  which  is  com- 
pletely absent  from  the  food  of  all  herbivora.  Moreover,  it 
is  absent  from  the  food  of  those  carnivora  which  feed  on 

*  Bunge,  ^eto7tr./.J3/o%.,  vol.  X.  pp.  319-323  :  1874. 

t  Th  L.  W.  Bischoff,  Zeitschr.  f.  Wissensch.  Zoolog.,  vol.  vn.  p.  331. 

^'VS:  Sbmidt 'Salcteristik  derepidcmi.^ 
mad  Mitau,  1850. 
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invertebrate  animals,  traces  of  haemoglobin  being  found  only 
in  a  very  few  invertebrata.*  Therefore,  the  carnivora  which 
live  on  vertebrates  are  almost  the  only  animals  which  intro- 
duce haemoglobin  into  their  digestive  canals.  But  even  here 
it  is  probable  that  the  haemoglobin  is  not  formed  from  the 
haemoglobin  of  the  food.  Hsemoglobin  splits  up  rapidly  under 
the  action  of  the  digestive  ferments,  the  iron  separating  as 
haematin.  It  is  not  known  whether  a  part  of  the  haematin 
becomes  absorbed,  as  no  quantitative  experiments  have  yet 
been  made  to  decide  this  point.  In  any  case,  haematin 
appears  abundantly  in  the  faeces  after  a  diet  containing  a 
quantity  of  haemoglobin. 

How,  then,  is  the  haemoglobin  formed  ? 
As  inorganic  salts  of  iron  were  found  in  the  ash  of  all 
articles  of  food,  it  was  concluded  that  the  iron  was  contained 
in  our  food  as  a  salt,  and  it  was  taught  that  haemoglobin  arose 
by  synthesis  from  an  iron  salt  and  albumen.  This  opinion 
was  strengthened  by  the  success  thought  to  be  attained  in  the 
treatment  of  chlorosis  with  inorganic  preparations  of  iron. 

No  satisfactory  scientific  proof  of  the  efficacy  of  iron  as 
a  cure  for  chlorosis  has  yet  been  afforded.  Chlorosis  is  well 
known  to  be  a  malady  which  frequently  disappears  without 
medical  aid.  Proof  that  a  deficiency  in  hemoglobin  is  more 
rapidly  cured  by  giving  preparations  of  iron,  could  only 
be  furnished  by  statistics.!  But  no  rehable  and  satisfactory 
material  for  statistics  has  yet  been  collected ;  in  fact,  it  would 
be  a  very  difficult  matter  to  do  so,  as  the  malady  is  seldom 
treated  in  hospitals.    Quite  recently  it  was  thought  possible 

•  E.  Bay  Lankester,  Pfluger's  Arch.,  vol.  iv.  p.  315  :  1871 ;  and  Proceedings  of 
Boy.  Soc,  No.  21,  p.  70 :  1872. 

t  In  thia  connection,  read  0.  Liebermeister,  ««Ueber  Wahrscheinlichkeitsrech- 
nung  m  Amvendung  auf  therupeutische  Statistik,"  in  K.  Volkmann's  Sammlunq 
Jchms^^er  Vartrage  No.  HO:  1877;  Ed.  Hagenbach-Bischoff,  "Die  Anwendung 
der  Wahrschemhchke^srecbnung  auf  die  therapeutische  Statistik  imd  die 
Statistik  uberhaupt,"  Verhandl.  d.  naturfcrrschenden  Ges.  in  Basel,  th.  G.  Heft  iii. 
p.  016:  1878;  A.  Fick,  "Medicinische  Physik."  Braunschweig:  1885;  Anhang  : 
Ueber  Anwendung  der  Wabrscheinlichkeitsrechnung  auf  medicinische  Statistic" 
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to  trace  a  closer  causal  connection  between  the  internal 
administration  of  preparations  of  iron  and  the  increase  of 
hemoglobin,  by  counting  the  blood  -  corpuscles  before  and 
after  the  iron  was  taken,  or  by  photometrically  estimating 
the  amount  of  hemoglobin  in  the  blood.  But  it  is  overlooked 
that  in  this  way  only  the  post  hoc,  and  never  the  propter  hoc, 
can  be  proved.*  The  post  hoc  may  be  more  readily  and 
more  simply  recognized  by  the  increased  redness  of  cheeks, 
ears,  and  gums.  The  propter  hoc  can  only  be  proved  by 
statistics,  and  these  have  not  yet  been  furnished. 

It  is,  nevertheless,  noteworthy  that  there  are  few  remedies 
of  the  efficacy  of  which  almost  all  physicians  are  so  firmly 
convinced,  as  of  that  of  iron  in  cases  of  chlorosis.  Nor  is 
it  one  of  those  remedies  which  are  recommended  one  day, 
considered  infallible  the  next,  and  forgotten  again  in  a  short 
time.  The  administration  of  iron  is  as  old  as  the  history  of 
medicine  itself.  Even  those  sceptics  who  doubt  the  value 
of  all  other  drugs  believe  in  it,  and  assure  us  that  chlorosis, 
which  is  frequently  of  so  obstinate  a  nature,  will  almost 
invariably  yield  in  a  few  weeks  to  a  vigorous  treatment  with 

''""Even  if  we  acknowledge  that  there  is  a  causal  connection 
between  the  internal  administration  of  preparations  of  iron 

.  part  „, ....  to  L  p,.s». 

observer,  with  a  good  conclusions,  without  having  pubhshed  a 
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and  the  increase  of  haemoglobin  in  chlorosis,  it  still  remains 
an  open  question  whether  the  connection  is  of  so  direct  and 
simple  a  nature  as  is  usually  imagined.  Do  the  preparations 
of  iron  really  produce  the  material  for  the  formation  of 
hsemoglobin  ?  Or  does  the  iron  operate  indirectly,  by  helping 
on  the  formation  of  hjemoglobin,  or  by  hindering  its  destruc- 
tion ? 

The  theory  that  the  preparations  of  iron  are  used  in  the 
formation  of  htemoglobin  is  open  to  the  following  objections. 

In  the  first  place,  we  do  not  know  whether  the  inorganic 
preparations  of  iron  are  in  any  degree  absorbed.  Most 
careful  experiments  were  made  by  Hamburger,*  on  a  dog, 
in  order  to  decide  this  question.    A  biliary  fistula  was  first 
formed ;  but,  unfortunately,  the  attempt  to  collect  the  bile  had 
to  be  abandoned,  because  it  would  only  flow  spasmodically, 
and  the  feeces  were  not  free  from  bile.     The  dog,  which 
weighed  8  kgrms.,  was  given  300  grms.  of  meat  a  day,  con- 
taining 15  mgrms.  Fe.    It  had  thus  taken  180  mgrms.  Fe  in 
twelve  days,  the  duration  of  the  experiment.    Of  this  amount, 
38-4  appeared  in  the  urine,  136-3  in  the  faeces,  and  1-8  in  the 
bile ;  altogether  176-5  mgrms.    During  the  subsequent  nine 
days,  49  mgrms.  Fe,  in  the  form  of  sulphate  of  iron,  were 
added  to  the  previous  diet.    At  the  end  of  these  nine  days, 
the  first  allowance  of  meat  was  resumed  for  four  more  days. 
In  the  thirteen  days,  therefore,  195  mgrms.  were  taken  in  the 
meat,  and  441  as  sulphate  of  iron;  altogether  636.  The 
quantity  excreted  amounted  to  58-4  in  the  urine,  549-2  in 
the  faeces,  0-8  in  the  bile ;  altogether  608-4. 

The  mcrease  of  excretion  in  the  urine  is  very  inconsider- 
able.   Before  the  sulphate  of  iron  was  given,  the  average 

intricate  phenomena  of  life-such  as  farming,  landscape  gardening,  the  rearing 
of  cattle,  hunting,  fishing-thousands  of  observations  are,  as  a  matter  of  fact 
made  m  this  way,  and  subsequently  confirmed  by  science.  On  the  other  hand, 
m  science  we  are  fully  justified  in  not  accepting  a  conclusion  until  the  grounds, 
upon  which  that  conclusion  is  based,  are  laid  before  us. 

*  E.  W.  Hamburger.  ZeiUclir.  f.  phyaiol.  Cliem..  vol.  u.  p.  191 :  1878. 
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daily  excretion  o£  iron  in  the  urine  amounted,  to™S  ""^/^  j 
Bi.  days,  to  3-6  mgrms.  This  .nantity  remained  --'^^^'^f  j^ 
the  first  fl,e  days  after  sulphate  of  iron  was  pven;  dmmg 
the  next  six  days  it  increased,  on  an  average,  to  2  mgrm 
a  day-altogether,  therefore,  to  12  mgrms.-after  wtach  t 
ret  Jned  to  the  normal  amount.  In  a  second  experim  n  , 
arried  out  in  the  same  way.  Hamburger  ohtaine  a  hke  result. 

The  differences  between   supply  and  discharge  do  not 
iustUy  any  conclusion,  as  they  are  exposed  to  una.odable 
'sources  of  error  in  experimentation.  Neither  can  any  dec.s™ 
deduct  on  be  drawn  from  the  small  increase  of  --etmn  m 
the  *ine     It  is  noteworthy  that  in  both  experiments  the 
^.^hXease  of  excretion  did  not  J"^'.'^' ^^^f^X 
Thi  fact  perhaps  points  in  the  same    —  the^ 
of  the  experiments  of       -\  J^^.f;^;!,  that  the  healthy 
of  manganese  salts.   From  tl^"'"  "  »PP       manganese  salts 
epithelium  of  the  intestine  does  not  ^  "^'"'^'^^J^^^^  „^til 
to  nass,  and  that  the  latter  do  not  get  into  the  oigan 

the'  epithelium  has  been  »o™''^^.  ^^.o^^d 
It  would  follow  that  combinations  of  u:on  are  noi 

at  all.  riot  be  satisfied  with 

A  sceptical  observer,  howe™^^^^^^^  perhaps  the 

this  conclusion.    He  wouia  nr       j  j^mation  of 

amount  of  iron  required  by  the  org  n  sm  f    th^^  ^^^^^^  ^ 

haemoglobin  is  so  smaU  that  it  is  ope 

'^Ti  tr  i^-  In—  ^0"°^ 

over,  object  tha  It  does  ^^^^^^^^  .^^^ 

maabsorbed  "  ^^''J^^,^^,  t^e  iron  may  be  absorbed, 

iron  is  excreted  has  been  settled. 
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The  amount  of  iron  which,  under  normal  conditions,  appears 
in  the  urine  is  always  very  small.    On  the  other  hand,  it  is 
found  in  abundance  in  the  faeces.    But  it  remains  undecided 
how  much  of  this  iron  is  unabsorbed  and  how  much  is  iron 
which  has  been  re-excreted  into  the  intestine.    The  amount 
of  iron  must  therefore  be  estimated  in  the  fteces  of  fasting 
animals.    Bidder  and  Schmidt*  found  in  the  urine  of  a 
fasting  cat  from  0-0014  to  O'OOIT  grm.  Fe  daily,  and  from 
six  to  ten  times  as  much  in  the  fffices.    The  question  arises, 
by  what  path  did  the  iron  reach  the  faeces  ?  It  has  frequently 
been  affirmed  that  the  iron  is  conveyed  to  the  intestine  by 
the  bile,  but  of  this  I  have  not  been  able  to  convince  myself. 
After  incineration  of  large  quantities  of  the  bile  of  the  ox,  pig, 
dog,  and  man,  I  have  only  found  imperceptible  traces  of  iron 
in  it.    In  the  bile  secreted  hi  twenty-four  hours  by  a  dog  fed 
on  meat,  Hamburger  f  could  only  find  iron  in  such  small 
proportions  that  it  could  not  be  estimated,  and  after  the 
internal  administration  of  sulphate  of  iron  no  increase  could 
be  detected.     Of  the  remaining  secretions  poured  into  the 
intestine,  the  gastric  juice,  according  to  the  analyses  hitherto 
made,  contains  the  most  ii-on,  and  much  more  than  the  bile.  It 
may  be  that  the  iron  is  excreted  through  the  intestinal  wall 
perhaps  by  the  aid  of  leucocytes,  which  appear  to  play  an 
active  part  m  excretion  as  well  as  in  absorption.    To  me  the 
most  natural  explanation  seems  to  be,  that  the  iron  found  in 
the  excreta  of  fasting  animals  arises  from  the  rejected  epithelial 
cells  of  the  intestine.    The  dried  epithelium  of  the  intestine 
contains,   according  to  C.  Schmidt's  analysis,   0-46  per 
cent.  Fe  {—more  than  hasmoglobin  itself. 

If  solutions  of  salts  of  iron  be  injected  into  the  blood  or 
under  the  skin,  they  reappear  again  onlhe  surface  of  the 
intestme.    But  it  does  not  follow  that  the  compounds  of  iron, 

t  Hamburger  Z«r.    plysiol.  Qimn.,  vol.  iv.  p.  248  :  1880. 
X  Bidder  and  Schmidt,  ho.  cit.,  p.  267. 
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resulting  as  ultimate  products  of  the  normal  metabolism, 
must  take  the  same  path. 

Buchheim  and  Mayer  *  found  that,  a  few  hours  after  the 
injection  of  salts  of  iron  into  the  jugular  vein  of  a  fasting 
animal,  the  intestinal  mucous  membrane  was  covered  with  a 
secretion  rich  in  oxide  of  iron.    This  fact  is  at  variance  with 
the  result  obtained  by  Quincke,!  who,  after  the  injection  of 
lactate  of  iron  into  the  jugular  vein,  did  not  observe  any  n-on 
in  the  portion  of  intestine  isolated  accordmg  to  ihirys 
method  (see  Lecture  XL).     But  the  isolated  knuckle  of 
intestine  did  not  necessarily  retain  all  its  normal  functions. 
Moreover,  the  excretion  of  iron  does  not  necessarily  go  on  m 
all  parts  of  the  intestine. 

The  observations  of  Cahn  on  salts  of  manganese  are  m 
complete  harmony  with  those  of  Mayer  on  salts  of  iron 
When  salts  of  manganese  were  injected  into  the  blood  ot 
rabbits,  they  reappeared  m  the  urine,  and  in  the  contents  ot 
the  stomach  and  intestine,  and  were  to  be  found  in  abundance 
in  the  intestinal  wall  after  thorough  washing,    On  the  other 
hand,  if  manganese  salts  were  introduced  by  Btomach 
for  along  consecutive  period,  no  manganese  could  be  found 
in  the  mucous  membrane  of  the  intestine  after  washmg,  nor 
did  any  pass  into  the  urine. 

There  can  be  little  doubt,  therefore,  that  the  manganese 
found  in  the  intestinal  wall  was  arrested  on  its  way  to  excretion. 

If  we  consider  how  delicate  are  the  methods  at  our  com- 
mand for  tracing  manganese  in  the  ash,  an  objection  can 
hardly  be  raised  to  the  conclusion  that  manganese  salts  aie 
not  absorbed  by  the  intestine. 

Unfortunately,  iron  cannot  be  traced  along  the  paths  o 
absorption  and  excretion  with  the  same  certainty,  because  it 
is  a  normal  constituent  of  all  tissues  and  excretions. 

*  Aug.  Mayer,  "  De  ratione.  qua  ferrum  mutotur  in  corpore,"  Dissert. : 
■  ''7t'S;ke,DuBoisM,-o/..,p.l50:1868. 
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After  the  injection  of  salts  of  iron  into  the  blood,  symptoms 
of  poisoning  appear,  such  as  reduced  blood-pressure,  intestinal 
distm-bances  similar  to  those  caused  by  arsenic  and  antimony, 
disturbances  of  the  voluntary  movements  by  paralysis  of 
the  central  nervous  system.*    A  part  of  the  iron  is  excreted 
through  the  kidneys,  and  causes  renal  disease.f    None  of 
these  occurrences  are  observed  after  the  introduction  of  salts 
of  iron  into  the  stomach,  a  fact  which  also  agrees  with  the 
view  that  iron  is  not  absorbed  from  the  stomach.  At  the  same 
time,  one  more  objection  may  be  urged,  even  at  the  risk  of  its 
appearing  strained.    It  is  possible  that  the  iron,  when  ab- 
sorbed from  the  intestine,  may  be  converted,  perhaps  on  its 
way  through  the  liver,  into  an  organic  compound,  which  is 
harmless  and  is  not  excreted  through  the  kidneys.  Such 
conversion  is  not  without  analogy. 

If,  therefore,  it  cannot  yet  be  decisively  affirmed  that  salts 
of  iron  are  not  absorbed,  still  it  appears  highly  probable  from 
the  above  arguments  that  they  are  not.  It  is  fair  to  assume 
that  Hamburger's  observations  about  ii-on  merit  the  same 
interpretation  as  the  unequivocal  results  obtained  by  Cahn 
with  manganese. 

As  far  as  the  power  of  absorption  is  concerned,  it  does 
not  make  much  difference  which  iron  salt  is  introduced  into 
the  stomach.  They  are  all  converted  into  chlorides  of  iron  in 
the  gastric  juice.  On  coming  into  contact  with  the  intestinal 
wall  which  is  always  alkaline  from  the  carbonate  of  soda, 
the  chloride  is  turned  into  oxide,  which  remains  in  solution 
owing  to  the  presence  of  organic  substances  ;  the  subchloride 
IS  converted  into  ferrous  carbonate,  which  is  soluble  both  in 
carbonic  acid  and  in  organic  substances.  The  non-absorb- 
F  nl  Wl  '  ^^P^^^^^^        '^'^  insolubility, 

reducmg  agents  m  the  intestines-the  nascent  hydrogen  and 

t  SX^f '^"^  vol.  xi,r  p.  70:  1S80. 
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Other  readily  oxidized  products  of  decompositioii-the  com- 
pounds of  iron  are  converted  into  sulphide  of  iron  and  elimi- 
nated with  the  feeces.  The  combinations  of  ferric  oxide  with 
organic  acids  behave  in  the  same  way.  The  proteids  are  also 
to  be  classed  among  the  organic  acids.  The  albuminates  of 
iron  are  likewise  immediately  split  up  by  the  hydrochloric 
acid  of  the  gastric  juice,  subchloride  or  chloride  of  iron  bemg 

^°Tur  food  must  therefore  contain  iron  in  combinations 
which  are  not  destroyed  in  the  alimentary  canal,  and  which 
are  capable  of  being  absorbed,  and  of  yielding  material  for  the 
formation  of  hemoglobin. 

In  order  to  become  acquainted  with  the  precursors  of 
hemoglobin,  I  have  examined  the  compounds  of  iron  m  yolk 
of  egg  and  in  milk.t  Yolk  of  egg  contains  no  hemoglobm ; 
it  must,  however,  contain  a  precursor  of  the  latter  for  when 
the  egg  is  hatched,  hemoglobin  is  formed  from  its  cons  i- 
tuents  without  extraneous  aid.  In  the  same  -  W 
exclusive  food  of  the  infant,  must  also  contam  the  mateiial 

^TZ  ^ol"'^  egg  be  treated  with  alcohol  and  etl^ 
no  iron  passes  into  the  extract.    All  the  iron  is  found  m  the 
residue  which  forms  one-third  of  the  dry  substance  of  the 
and  consists  of  proteids  and  nucleins.  The  lai^e  amc.un 
of  iron  in  this  residue  is  not  in  the  form  of  a  salt    This  is 
;roved  by  the  fact  that  the  iron  cannot    e  ^^^^ 
solution  of  hydrochloric  acid  and  alcohol.    All  salme  com 
HnatL  of  Ln  with  inorganic  and  organic  acids,  among 

cn,o,it'>»^<''t<>^''^P'^'''''^^Z''^^rtrMme  Uie  gastric  m»co„.  mcmbmnc. 

alkaline  secretion.  ,  j       ^9  ^sS-i. 

t  G.  Bunge,  Zeitschr.f.  physrol.  Cliem.,  Noi.  ix-  1 
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the  latter  of  ^Yllieh  albumen  must  be  classed,  yield  the  iron 
immediately  on  treatment  with  alcohol  containing  hydro- 
chloric acid.  The  residue  of  the  yolk,  which  is  insoluble  in 
ether,  is  readily  soluble  in  very  dilute  (1  per  1000)  hydro- 
chloric acid.  If  tannic  or  salicylic  acid  be  added  to  this 
solution,  a  white  precipitate  appears.  But  if  to  the  same 
solution  the  smallest  trace  of  chloride  of  iron  be  added, 
and  well  shaken,  and  a  further  addition  of  tannic  or  salicylic 
acid  be  made,  it  becomes  at  once  blue  or  red. 

Iron  occurs  in  yolk  of  egg  in  the  form  of  a  nucleoalbumin- 
ous  compound.  On  digesting  the  yolk  with  artificial  gastric 
juice,  the  proteids  become  peptonized,  and  the  iron  is  found 
in  the  undigestible,  insoluble  residue  as  nuclein*  The  iron 
from  this  nuclein,  again,  cannot  be  extracted  by  alcohol  and 
hydrochloric  acid,  but  it  separates  out  slowly  in  a  dilute 
hydrochloric  acid,  and  with  greater  rapidity  in  proportion  to 
the  strength  of  the  acid. 

The  nuclein  containing  iron  is  soluble  in  ammonia.  If 
to  the  solution  of  ammonia  some  ferrocyanide  of  potassium 
be  added,  and  it  be  then  saturated  with  hydrochloric  acid,  a 
white  precipitate  occurs  which  gradually  becomes  blue,  with 
a  rapidity  in  proportion  to  the  excess  and  strength  of  the 
hydrochloric  acid.  If,  instead  of  the  ferrocyanide,  ferri- 
cyanide  of  potassium,  and  then  hydrochloric  acid,  be  added 
to  the  ammoniacal  solution,  the  precipitate  which  occurs 

of  is*olItionTi''%°r*^'  of  egg  was  first  isolated  by  Miescber.  His  method 
of  isolation  differed  from  mine,  and  I  imagine  that  the  iron  \ya8  mostly  senarated 
or,Sr^ "'^'^"^'^  liydrochloric  acid  of  tZ  ZtS^l^e 

attention  I  a  lowed  the  pepsine-ferment  to  act  for  only  a  very  short  soace  of 
iu.escner  s  process,  a  gastric  juice,  containing  from  3  to  4  per  1000  HCl  (10  co  of 

ioZitt^ToZ::'  1. '    ^'^^'^^•^  -^^'^  eighteen  to  ?L^;?yi:j 

process  the  am;u,Vnf  l^°i    ?  '^"^  1" 

ulircomnoun.  of  n,l    ''T''''''''  °^  "^^  ^""^^        «'°PP^'>  '^^  the 

1  SlteTe  mI«  1  ^'^'"'^  '°  ^'''^  "'^  ^  cloudy 

precipitate  (see  Miesclicr  m  Hoppo-Soyler's  Med.  chem.  TMer..,  pp.  m,  m) 
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remains  white.    The  iron,  therefore,  separates  from  the 
organic  compound  as  an  oxide,  and  not  as  a  suboxide. 

If  to  the  ammoniacal  solution  of  the  nuclein  containing 
iron  a  drop  of  sulphide  of  ammonium  be  added,  there  is  at 
first  no  change  in  colour ;  after  a  little  time  it  becomes 
greenish,  and  gets  gradually  darker,  until  at  last,  on  the 
following  day,  it  is  black  and  opaque.  The  change  of  colour 
occurs  more  rapidly  if  more  sulphide  of  ammonium  is  added. 
Ammoniacal  solutions  of  artificial  albuminates  of  iron  change 
their  colour  almost  instantly  on  addition  of  sulphide  of  am- 
monium. 

It  follows  that  the  iron  is  more  firmly  fixed  in  the  nuclein 
of  the  yolk  of  egg  than  in  the  albuminates  of  iron;  but  far 
more  loosely  than  in  hsematin,  in  which  it  cannot  be  detected 
with  the  ordinary  reagents. 

The  elementary  analysis  of  the  nuclein  which  coutamed 
iron  gave  the  following  composition  :— 


100-00 


This  compound  is  doubtless  the  precursor  of  hsemoglobm,  for 
there  is  no  considerable  quantity  of  any  other  compound  of 
iron  in  the  yolk.  I  have  therefore  proposed  that  this  com- 
pound should  receive  the  name  hamatogen  (blood-former). 
If  the  phosphorus  be  separated  from  the  htematogen  m  the 
form  of  phosphoric  acid,  a  molecule  remains,  which  contains 
the  same  amount  of  iron  as  hemoglobin.  The  haemoglobin 
of  hen's  blood  contains  0-34  per  cent.  Fe.* 

I  have  not  yet  succeeded  in  isolating  the  compounds  of 
iron  in  milk.    At  present  I  will  only  say  that  they  are  like- 

*  A.  Jaquet,  "  Beit.  z.  Kenutuiss  des  Blutfarbstoffcs."  Dissert.:  Basel.  1889. 


CflLOROSIS. 


103 


wise  organic  compounds,  which  is  also  true  of  the  iron  in  our 
most  important  articles  of  vegetable  diet,  the  cereals  and 
leguminosas.  In  these  iron  is  contained,  not  as  a  salt,  but  as 
a  stable  organic  compound.  This  may  probably  be  taken  as 
true  of  all  food  consumed  by  animals.  Haemoglobin  is  formed 
from  complex  organic  compounds  of  iron,  which  are  produced 
by  the  vital  process  of  the  plant. 

We  will  now  return  to  the  question  of  the  action  of  iron  iu 
chlorosis.  Our  previous  observations  have  rendered  three 
conclusions  probable,  which  we  must  harmonize  with  one 
another:  1.  The  inorganic  preparations  of  iron  promote  the 
formation  of  haemoglobin  in  chlorotic  subjects.  2.  The  salts 
of  iron  are  not  absorbed  at  all,  3.  Our  food  contains  only 
organic  forms  of  iron. 

It  appears  to  me  that  the  following  hypothesis  reconciles 
all  three  conclusions,  and  is  not  opposed  to  anything  that  we 
know.  We  must  assume  that  the  organic  compounds  of  iron 
are  in  some  way  protected  from  decomposition  in  the  digestive 
canal  by  the  preparations  of  iron.  I  have  already  mentioned 
that  sulphide  of  ammonium  gradually  separates  the  iron  from 
the  organic  compound  of  iron.  Now,  alkaline  combinations  of 
sulphur  are  also  found  in  the  intestine,  especially  in  digestive 
disturbance,  which  is  invariably  one  of  the  symptoms  of 
chlorosis.  If  inorganic  compounds  of  iron  are  present,  they 
will  at  once  fix  the  sulphur  of  the  alkaline  sulphides,  before  it 
can  act  upon  the  organic  compounds  of  iron.  The  latter  are 
thus  preserved  from  decomposition,  and  are  absorbed. 

It  appears  that  in  chlorosis  the  amount  of  gastric  juice 
secreted  is  insufficient  (perhaps  by  reason  of  the  poorness  of 
the  blood),  and  that,  in  consequence,  fermentative  organisms 
are  introduced  into  the  intestine.  The  chief  importance  of 
the  gastric  juice  probably  lies  in  the  antiseptic  action  of 
the  free  hydrochloric  acid  (compare  Lecture  IX.).  Should 
the  amount  of  hydrochloric  acid  be  insufficient,  fungi 
and  bacteria  get  into  the  intestine,  particularly  those  which 
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produce  butyric  fermentation.     In  butyric  fermentation, 
however,  hydrogen  is  set  free,  and,  by  the  reducing  action 
of  the  nascent  hydrogen,  alkaline  sulphides  are  formed  from 
the  compounds  of  sulphur  in  the  food.    These  decompose  the 
organic  compounds  of  iron.    In  this  respect  a  recent  sug- 
gestion, that  hydrochloric  acid  is  a  more  effectual  remedy  for 
chlorosis  than  iron,  should  be  taken  into  consideration.* 
Again,  the  experience  of  physicians,  that  iron  is  only  of  use 
in  cases  of  typical  chlorosis,  and  not  in  other  forms  of 
anaemia,  agrees  well  with  my  hypothesis.    In  all  those  forms 
of  anaemia  caused  by  disturbances  in  blood-formation  outside 
the  intestinal  waU,  the  preparations  of  iron  which  cannot  be 
absorbed  are  naturally  useless. 

Finally,  the  doctrine  in  which  most  physicians  are  agreed, 
that  iron  is  only  effectual  in  large  doses,  is  in  harmony  with 
my  hypothesis.  Considerable  quantities  of  iron  are  necessary 
to  render  the  alkaline  sulphides  formed  in  the  intestine  inert, 
whereas  a  very  small  amount  would  suffice  for  the  formation 

of  hfemoglobin. 

At  the  same  time,  I  must  expressly  state  that  my  hypo- 
thesis is  only  meant  to  explain  the  way  in  which  the  u-on 
operates,  and  not  the  reason  for  chlorosis.    The  etiology  o 
chlorosis  still  remains  obscure.    It  is  not  necessary  that 
digestive  disturbance  should  have  ushered  it  m.  VirchowT 
has  called  attention  to  the  fact  that,  in  chlorotic  persons  on 
whom  a  post-mortem  has  been  made,  there  is  a  defective 
formation  of  the  vascular  system,  and  especially  o  the  heart 
and  of  the  great  arteries,  and  he  is  of  opinion  that  this  is 
not  in  consequence  of  want  of  blood ;  that  it  is  not  a  question 
of  atrophy,  but  of  aplasia,  or,  more  properly  hypoplasia 
'  The  predisposition  of  the  female  sex  during  the  period  o 
puberty  to  chlorosis  also  argues  against  the  supposition  that 

Berlin,  1872, 
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disturbances  of  the  digestive  organs  have  much  to  do  with  it. 
In  fact,  these  disturbances  only  prevent  the  organism  from 
overcoming  the  malady  by  the  means  already  at  its  disposal. 

I  should  like  to  refer  once  more  to  Hamburger's  experi- 
ment. The  small  increase  in  the  excretion  of  iron  through 
the  kidneys,  which  was  observed  after  sulphate  of  iron  was 
taken  internally,  may  possibly  also  be  explained  so  as  to 
suit  my  hypothesis.  The  inorganic  salts  of  iron  may  have 
preserved  the  organic  iron  compounds  of  the  meat-diet  from 
decomposition  in  the  intestine.  As  a  matter  of  fact,  the  iron 
appeared  in  the  urine,  not  as  an  inorganic  salt,  but  as  an 
organic  combination.* 

*  That  iron  is  contained  in  the  urine  as  an  organic  compound,  and,  moreover 
in  the  form  of  colouring-matter,  was  first  shown  by  G.  Harley,  Verhandlimgen 
der  'physilcalisch-chemischen  Geselhchafl  in  Wurzburg,  vol.  v.  p.  1 :  1855. 
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THE  INOEGANIC  FOOD-STUFFS. 

In  our  previous  remarks  on  alimentary  substances,  have 
not  given  any  account  of  the  inorganic  materials,  salts  and 

In  deciding  the  question  of  man's  need  for  inorganic  salts, 
we  must  clearly  distinguish  between  the  growing  and  the 
adult  body.  It  is  evident  that  the  former  requires  a  con- 
siderable amount  of  inorganic  salts  for  its  development. 
The  quality  and  quantity  needed  may  be  best  seen  from  the 
composition  of  milk.  An  infant  weighing  6  or  7  kgrms. 
takes  about  a  litre  (35i  fluid  ounces)  of  milk  daily,  ihis 
contains  t — 

K.,0   ^-'^^ 

XT  a  O   ^'^^  " 

'  ....    0-33  „ 

..  0C6 


CaO 
MgO 
Fe,03 

01  .. 


0-004 

0-47 

0-44 


It  would  be  very  interesting  to  compare  the_  composition 
of  milk-ash  with  that  of  the  total  ash  of  the  mfant.  But. 

*  This  is  what  an  infant  usually  weighs  in  the  sixth  month.   I  JJ;)^ 
.  Z  tnhlP  because  the  numbers  are  of  a  suitable  size.  Assuming 

nearly  so  large  an  amount  of  inorganic  salts. 

t  G.  Bungc,  Zeitschr.f.  Biolog.,  vol.  x.  r-  31G.  18/4. 
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unfortunately,  [no  analysis  of  the  total  ash  of  an  infant  has 
ever  been  made.  A  comparative  analysis  of  the  ash  of  dog's 
milk  and  the  total  ash  of  a  sucking  puppy  resulted  in  the 
folio wmg  figures,*  which  I  give  together  with  the  analysis  of 
the  ash  of  blood,  and  another  of  the  total  ash  of  a  young 
rabbit  and  a  kitten  while  being  suckled  : — 


One  hundred  parts  of 
ash  contain 


K„0.. 

Na^O 

CaO 

MgO 

01  .. 


Sucking  young  of  animals. 

Dog's 

Dog's 

Kabbit. 

milk. 

blood. 

Dog. 

Cat. 

10-8 

8-5 

10-1 

10-7 

3-1 

6-0 

8-2 

8-3 

61 

45-6 

350 

35-8 

34-1 

34-4 

0-9 

2-2 

1-6 

1-5 

1-5 

0-4 

0-23 

0-34 

0-24 

0-14 

9-4 

419 

398 

40-2 

87-5 

13-2 

4-9 

7-3 

7-1 

12-4 

35-6 

Dog's 
blood- 
serum. 


2-4 
521 
2-1 
0-5 
0-12 
5'9 
47-6 


This  table  shows  the  remarkable  fact  that  the  proportion 
of  the  various  inorganic  substances  to  each  other  in  milk,  is 
almost  the  same  as  it  is  in  the  whole  body  of  animals  while 
they  are  being  suckled.  This  correspondence  is  the  more 
remarkable  as  the  quantitative  composition  of  the  inorganic 
residue  of  blood  is  completely  different.  But  the  epithelial 
cells  of  the  milk-glands  do  not  derive  their  nourishment 
dii-ectly  from  the  blood,  but  from  Jhe  lymph  which  has 
transuded  from  the  latter ;  and  the  composition  of  the  ash 
of  lymph  differs  much  more.  The  fact  that  the  ash  of  milk 
contains  more  potassium  and  less  sodium  than  the  total  ash 
of  young  animals  while  being  suckled,  may  be  teleologically 
explained  by  the  fact  that,  as  I  have  proved  by  a  series  of 
analyses,!  the  animal  always  as  it  grows  becomes  richer 
m  potassium  and  poorer  in  sodium ;  this  probably  depends 
on  the  relative  increase  of  the  muscles,  which  contain  an 
abundance  of  potassium,  and  the  relative  diminution  of  the 
cartilage,  which  is  rich  in  sodium.    The  larger  amount  of 

*  Bunge,  loc.  cit.,  p.  326;  aud  Du  Bois'  Arch.,  p.  539:  1886. 
t  Bungc,  loc.  (lit.,  p.  324. 
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chlorine  in  milk  may  perhaps  be  explained  by  the  fact  that 
the  chlorides  are  useful,  not  only  in  the  construction  of  the 
organs,  but  also  in  the  preparation  of  the  digestive  secretions, 
and  that  those  chlorides,  which  have  reached  the  intestine 
with  the  digestive  secretions,  do  not  again  become  completely 
absorbed.    It  appears  also  that  the  chlorides  are  concerned 
in  renal  secretion.    The  nitrogenous  products  of  metabohsm 
cannot  be  eliminated  simply  in  the  form  of  aqueous  solu- 
tions •  the  presence  of  chlorides  is  also  necessary.*    This  is 
shown  by  the  fact,  among  others,  that  diuretics  also  increase 
the  excretion  of  chlorine. 

It  follows  that  the  inorganic  constituents  are  all  appro- 
priated by  the  epithelial  cells  of  the  milk-glands  from  the 
blood-plasma  (which  is  of  a  totally  different  composition),  m 
the  exact  proportion  required  by  the  young  animal  for  its 
development  into  an  organism  like  that  of  the  parent.  _ 
This  fact  alone  refutes  all  previous  attempts  at  a  mechani- 
cal explanation  of  the  activity  of  the  glands.    It  cannot  be 
obiectedthat  the  secretion  of  milk  does  not  correspond  with 
th    composition  of  the  sucking  animal,  but,  on  the  contrary 
that  the  tissues  of  the  latter  are  built  up  in  accordance  with 
the  composition  of  the  milk  ;  for  the  incinerated  puppies  were 
or^y  four  days  old,  and  were  therefore  born  wi^  an  ash  of 
a  coinposition  corresponding  to  that  of  the  -l^^-f ' 
also  find  a  similar  composition  of  the  total  ash  as  far  down 
as  the  lower  vertebrates,  which  have  no  milk-glands.  _ 

I  must,  however,  call  attention  to  one  discrepancy  m  the 
constitution  of  the  ash  of  the  sucking  animal  and  that  of 
niilk-this  relates  to  iron.  As  the  above  figures  show,  her 
is  much  less  iron  in  the  ash  of  milk  than  m  the  ash  of  the 
sucking  animal.  In  a  second  analysis  of  the  ash  of  dogs 
^  'l  found  only  010  per  cent.  FeA.  or  less  than  one- 

vol.  i.  p.  512  :  1880. 
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New-bom  puppy. 

Dog's  milk. 

. .    11-42    . . 

.  .  14-98 

. .    10-64    . . 

.  .  8-80 

. .    29-.'52    . . 

. .  27-24 

. .     1-82    . . 

. .  1-54 

..     0-72.  .. 

. .  0-12 

. .    39-42    . . 

. .  34-22 

. .     8-35    . . 

. .  16-90 

third  of  the  amount  of  iron  in  the  ash  of  the  puppy.  There 
is  a  still  greater  difference  in  the  following  analysis,  for 
which  I  incinerated  a  puppy  a  few  hours  old,  before  it  had 
been  suckled ;  so  as  to  ascertain  the  composition  of  the  ash, 
totally  free  from  the  components  of  milk,  and  to  compare  it 
with  the  composition  of  the  milk-ash  of  the  puppy's  mother.* 
The  result  was  as  follows  : — 


Na,0 
CaO 
MgO 
Fe,03 

CI 


Iron  is  the  only  inorganic  constituent  which  forms  any 
considerable  exception  to  the  similarity  of  the  two  ashes. 
The  object  of  this  close  resemblance  is  evidently  to  effect  the 
greatest  possible  economy.  The  maternal  organism  does  not 
part  with  anything  that  would  be  useless  to  the  puppy.  Any 
excess  of  a  component  in  the  ash  of  milk  could  not  be 
utiHzed  in  the  growth  of  the  puppy,  but  would  be  wasted. 
This  wonderful  arrangement  appears  to  be  nullified  by  the 
small  amount  of  iron  in  milk.  There  is  six  times  less  iron 
in  milk  than  in  the  ash  of  the  puppy.  The  maternal  or- 
ganism thus  appears  to  part  with  six  times  more  than  is 
required  of  all  the  remaining  inorganic  bodies.  One-sixth 
only  is  utilized  in  the  construction  of  the  tissues,  five-sixths 
are  wasted ! 

The  explanation  of  this  apparent  contradiction  lies  in 
the  fact,  that  the  young  animal  acquires  the  store  of  iron 
necessary  for  its  growth  before  birth.  The  following  analyses 
show  that  the  amount  of  iron  in  the  whole  organism  is 
highest  at  birth,  and  that  it  gradually  diminishes  with  the 
development  of  the  animal. 


G,  Bungc,  Zeitschr.  /.  phyaiol.  Chem.,  vol.  xiii.  p.  399  :  1889. 
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The  proportion  of  iron  to  1  kgrm.  of  body-weight  is  as 
follows : — 

Eabbit,  killed  directly  after  birth       . .       . .    120  milligrm.  Fo. 

Eabbit,  14  days  old    44  „ 

Puppy,  10  hours  old   » 

Puppy,  from  the  same  litter,  3  days  old         . .  96  „ 

Puppy,  from  the  same  litter,  4  days  old         . .  75  „ 

Kitten,  4  days  old  " 

Kitten,  19  days  old    ^'^  » 

The  following  estimates  *  of  iron  in  the  livers  (cleansed 
from  blood)  of  a  newly  born  puppy  and  of  two  full-grown 
dogs  are  in  harmony  with  these  figures. 

The  proportion  of  iron  to  100  parts  by  weight  of  liver 
dried  at  110°  C,  is  as  follows  :— 

Puppy,  just  after  birth  391  milligrm.  Fe. 

(•    1  , ,   78  „ 

Full-grown  dogs  |    ^  43  „ 

The  proportion  of  iron  in  the  liver  is  therefore  from^  five 
to  nine  times  greater  immediately  after  birth,  than  it  is  in 
the  full-grown  animal.    The  object  of  this  arrangement  is, 
perhaps,  to  be  sought  in  the  evident  difdculty  of  assimilating 
organic  compounds  of  iron  (compare  Lecture  VI.).  Hence 
the  maternal  organism  economizes  the  acquired  store  as 
much  as  possible.     The  quantity  necessary  for  the  infant 
can  enter  the  organism  in  two  ways :  through  the  placenta 
and  through  the  mammary  gland.    The  former  is  adopted  as 
being  the  more  certain.    If  the  bulk  of  the  orgamc  com- 
pounds of  iron  were  afforded  by  the  mammary  gland,  it 
might  become  a  prey  to  bacteria  in  the  alimentary  canal, 
before  it  had  time  to  be  absorbed.    But  if  it  enters  the 
infant  organism  through  the  placenta,  its  safety  is  assured. 

We  have  thus  seen  how  the  most  suitable  provision  is 
made  for  the  introduction  of  all  the  inorganic  salts  into  the 
infant  organism.  We  now  know  exactly  what  salts  are  re- 
quired by  the  growing  animal,  and  in  what  proportion  each 
must  be  introduced.    We  may  now,  therefore,  ask  whether 

*  St.  Zalcski,  Zeitschr.f.  physhl  Chem.,  vol.  x.  p.  4.^3:  1S8C. 
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the  child,  in  passing  from  milk  to  another  form  of  diet,  will 
continue  to  obtain  these  inorganic  salts  in  sufficient  quanti- 
ties. In  answer  to  this  question,  I  give  the  following  table 
containing  the  most  reliable  determinations  of  the  constituents 
of  the  ash  from  the  most  important  articles  of  diet,  together 
with  analyses  of  the  ash  from  milk.  The  articles  of  diet  are 
arranged  according  to  the  ratio  of  lime  contained. 

In  100  Parts  of  Dried  Substance  the  Proportions  are— 


Beef  .. 

Wheat 

Potato 

Egg-albumen 
Peas   . . 
Human  milk  . 
Yolk  of  egg  . 
Cow's  milk  . 


K.O. 

Na„0. 

CaO. 

MgO. 

Fe,0.,. 

P,0,. 

1-66 

0'32 

0029 

0-152 

002 

1-83 

0-62 

0-06 

0065 

0'24 

0'026 

0-94 

2-28 

Oil 

0100 

0-19 

0-042 

0-64 

144 

1-45 

0130 

013 

0-026 

0-20 

113 

003 

0137 

0-22 

0-024 

099 

0-58 

0-17 

0  243 

0-05 

0-003 

0-35 

0-27 

0-17 

0'380 

0-06 

0-040 

1-90 

1-67 

105 

1-51 

0  20 

0-003 

1-86 

01* 


0-  28 

(?) 
013 

1-  32 

(?) 
0-32 

0-  35 

1-  60 


The  above  table  shows  that  the  other  articles  of  food 
possess  all  the  inorganic  constituents  in  as  large  or  in  a 
larger  quantity  than  milk.     Limb  is  the  only  inorganic 
material  which  we  have  to  provide  for  in  the  choice  of  a 
child's  food.    If  brought  up  on  meat  and  bread,  a  child 
would  probably  not  obtain  the  lime  requisite  for  the  growth  of 
its  frame.    The  leguminoste  contain  more  ;  but  the  only  food 
which  has  the  same  amount  as  milk,  is  the  yolk  of  egg,  which 
should,  therefore,  always  be  given  to  children  when  milk  is 
either  not  procurable  or  cannot  be  digested.  Considerable 
quantities  of  lime  occur  in  spring-water,  but  it  is  not  known 
whether  these  are  assimilated.    Lime  is  found  combined  with 
orgamc  substances  in  food;  it  is,  therefore,  irrational  to  pre- 
scribe hme  for  children  in  the  form  of  inorganic  compounds. 
In  medical  practice,  rickety  children  are  constantly  being 
ordered  a  couple  of  teaspoonfuls  of  lime-water.     This  is 

corrlHt\lermL^  f  ^"f"'  "'''"'^  "'"^  leguminosm  has  never  yet  been 
correctly  (leteimined,  too  low  an  estimate  having  been  formed  Concei-niu^ 
tins,  see  Behaghol  von  Adlerskro,,  Zeitschr.  f.  analyt.  Chem.,  vol.  xii.  :lm  ^ 
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useless,  because  the  amount  ordered  is  far  too  smaU.  A 

satui-ated  solution  of  lime  contains  less  lime  than  cow's  milk. 

In  a  pint  of  cow's  milk  I  found  1-7  grm.  CaO ;  a  pmt  ot 

lime-water  contains  only  I'S  grm.  CaO. 

The  nature  and  causes  of  rickets  are  still  quite  unknown. 

It  is  a  fact  that  artificial  feeding  of  growing  ammals  on  a 
diet  containing  little  lime,  can  produce  a  diminution  of  the 
salts  of  lime  in  the  bones,  rendering  them  abnormally  phable 
and  brittle.    It  is  also  affirmed  that  in  several  experiments 
of  this  nature,  true  rickets  has  been  produced  with  all  the 
characteristics  of  this  disease.*    But  it  is  equally  a  fact  that 
children  become  rickety  who  have  never  suffered  from  want 
of  lime  in  their  food.    In  these  cases,  it  seems  obvious  to 
suppose  that,  owing  to  disturbed  digestion,  the  lime-salts 
have  not  been  adequately  absorbed,  or  that,  m  spite  of 
adequate  absorption,  they  have  not  been  assimilated  owing 
to  abnormal  processes  in  the  bone-formmg  tissues.  All 
speculation  on  the  truth  of  either  theory  is  quite  useless 
until  we  have  careful  and  reliable 

metabolism  of  rickety  children  compared  with  that  of  healthy 
ones  of  the  same  age,  and  brought  up  on  the  same  food 

The  above  table  further  shows  that  milk  contains  fiom 
seven  to  fourteen  times  less  iron  than  the  other  articles  of 
oT  This  is  as  we  should  expect.    Our  observa  ions_  on 
he  high  percentage  of  iron  in  the  organism  .just  after  biith 
demonstrate  that  the  amount  of  iron  in  milk  is  msufficient 
oT  ts  growth.    From  this  the  important  practical  lesson 
'ray  be  drawn,  that  milk  should  take  a  subordmate  ran  m 
the  diet  of  a  child  when  it  is  weaned,  and   n  the  die  of 
persons  suffering  from  poorness  of  blood.    The  staple  food 
must  contain  a  much  larger  quantity  of  u-on. 

Finally,  the  above  table  shows  that  cow's  milk,  compared 

•  Erwin  Yoit,  ZeUscl..  f.  Biolo,  vol.  xv.  p.  55  :^8a  ^^^^^^^^^ 
pp.  1,152:  1882. 


THE  INORGANIC  FOOD-STUFFS— SALTS.  113 

with  organic  food-stuffs,  is  much  richer  in  inorganic  salts  than 
human  milk.    This  may  be  teleologically  explained  by  the 
fact  that  the  calf  grows  much  more  rapidly  than  the  infant. 
It  is,  therefore,  probable  that  the  adult  organism  could  exist 
with  a  very  small  amount  of  salts;  in  fact,  it  is  a  priori 
difficult  to  see  what  the  constant  addition  of  salts  is  required 
for.    Inorganic  salts  serve  a  totally  different  purpose  to  the 
organic  food-stuffs.    The  latter  act  as  sources  of  energy; 
chemical  potential  energy  is  introduced  with  them  into  our 
tissues,  and  is  converted  by  the  decomposition  and  oxidation 
of  these  organic  substances,  into  all  those  forms  of  kinetic 
energy  which  make  up  life  as  understood  by  our  senses. 
They  serve  us  by  the  very  fact  of  their  decomposition.  The 
necessity  for  their  constant  renewal  is  not  only  a  matter  of 
experience ;  it  is  also  at  once  apparent  on  a  priori  grounds. 
Inorganic  salts  must  be  regarded  from  a  different  point  of 
view.    These  are  already  saturated  compounds  of  oxygen,  or 
chlorides,  which  likewise  have  no  affinity  for  oxygen.  No 
energy  is  set  free  in  the  body  by  their  decomposition  and 
oxidation;  they  can  in  no  way  become  used  up  and  useless 
Why,  therefore,  are  they  renewed?    Even  water  behaves 
differently  to  the  salts ;  it  assists  in  the  elimination  of  the 
waste  products  of  tissue-metamorphosis.    The  kidneys  can 
only  separate  the  nitrogenous  substances  when  in  a  waterv 
solution    The  diffusion  of  gases  in  the  lungs  is  only  possible 
while  the  surface  of  the  lungs  is  moist.    The  expired  air  is 
saturated  with  watery  vapour.    The  evaporation  of  water 
from  the  surface  of  the  skin  plays  a  most  important  part 
m  regulatmg  the  heat  of  the  body.    The  a  priori  necessity  for 
a  constant  supply  of  water  is  thus  likewise  evident.    But  it 
IS  otherwise  with  the  salts.    It  is  conceivable  that  if  only  the 
organic  ahments  and  water  always  entered  the  organism  in 
sufficient  quantity,  the  inorganic  salts  arising  from  the  decay 
■  of  the  tissues  might  again  be  used  in  the  reconstruction  of 
the  tissues.    Even  if  a  little  waste  were  unavoidable,  as  by 


114  LECTURE  VIL 

excretion  with  the  feces,  in  consequence  of  incomplete 
absorption  of  the  gastric  juices,  by  the  scahng  off  of  the 
epidermis,  the  loss  of  hair,  etc.,  yet  we  might  expect  that 
the  full-grown  organism  would  cling  firmly  to  its  store  of 
salts,  and  would  require  but  a  very  small  additional  supply. 
The  constant  supply  of  salts  in  considerable  quantities  is  not 
an  a  priori  necessity  for  the  adult. 

We  must,  therefore,  determine  the  question  by  experiment. 
We  might  feed  a  full-grown  animal  for  a  long  period  exclu- 
sively on  organic  aliments  and  water,  and  ascertain  the  dis- 
turbances that  would  occur,  and  the  length  of  time  it  would 
live  on  such  a  diet.  This  experiment  on  the  fundamental 
interchange  of  tissues  had,  until  quite  recently,^  only  once 
been  made  by  Forster,  Voit's  assistant  m  Munich. 

Forster  met  with  insuperable  difficulties  when  he  tried  to 
obtain  food  free  from  ash.  It  is  possible  to  get  carbohydrates 
and  fats  free  from  ash,  but  no  one  has  yet  succeeded  m 
separating  albumen  from  all  inorganic  matter.    Even  the 
crystalline  proteid  contains  all  the  constituents  of  a  h  n 
small  quantity.    Forster,  in  his  experiments,  e^P  oyed  1. 
residue  of  the  meat  left  from  the  preparation  of  Lieb  g  s 
extract  of  meat.    After  boiling  it  repeatedly  with  distiUed 
water  and  drying,  it  still  contained  0-8  per  _  cen^^^  of  ash 
Forster  fed  two  dogs  on  this  proteid  containing  this  smaU 
amount  of  salts,  as  weU  as  on  fat,  sugar,  and  ^tarch-flou. 
He  also  fed  three  pigeons  on  starch-flour  and  casein,  which 
likewise  contained  very  little  saline  ingredient 

Forster  observed  that  the  animals  died  remarkably 
quickly  when  fed  on  this  diet.  The  three  Pigeons  hved 
thirteen,  twenty-five,  and  twenty-nine  days.  One  of  the 
dotCa  so  ill  at  the  end  of  thirty-six  days,  that  he  would 
ertainly  have  died  in  a  short,  time  if  the  -pen^^^^^^^^^ 
been  continued,  while  the  other  3 
twenty-sk  days."    When  completely  deprived  of  food,  dogs 

•  J.  Forster,  Zeitschr.f.  Biolog.,  vol.  ix.  p.  297:  1S73. 
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live  from  forty  to  sixty  days.  Food  from  which  the  organic 
salts  have  been  removed  appears  to  be  more  rapidly  fatal  than 
the  deprivation  of  all  food. 

Forster  concludes,  from  these  experiments,  that  the  full- 
grown  animal  requires  considerable  quantities  of  inorganic 
salts.  An  objection  may,  however,  be  raised  to  this  con- 
clusion, for  there  is  one  condition  to  which  Forster  has 
omitted  to  draw  attention— I  mean  the  formation  of  free 
sulphuric  acid  from  the  sulphur  of  the  proteid. 

Albumen  contains  from  i  to  1^  per  cent,  of  sulphur,  which, 
in  the  decomposition  and  oxidation  of  proteid,  is  converted 
into  sulphuric  acid.    Eighty  per  cent,  of  the  sulphur  taken 
in  food  appears  in  this  form  in  the  urine.    Under  normal 
conditions  this  sulphuric  acid  is  united  with  the  bases  which 
are  taken  up  with  every  form  of  animal  and  vegetable  food. 
Animal  food  contains  basic  phosphates  of  the  alkalies, 
carbonates  of  the  alkalies,  and  alkah-albuminates ;  vegetable 
food  yields,  in  addition,  the  alkaline  salts  of  vegetable  acids, 
such  as  tartaric,  citric,  malic,  etc.,  which  in  the  organism 
are  converted  into  carbonates  by  combustion.    These  bases 
saturate  the  sulphuric  acid  produced  by  the  combustion  of 
proteid.    If  the  basic  salts  are  removed  from  the  food,  this 
powerful  acid  finds  no  bases  at  hand  to  neutralize  it,'  and 
consequently  attacks  those  bases  which  are  integral  con- 
stituents of  the  living  tissues ;  figuratively,  it  may  be  said 
to  wrench  individual  bricks  out  of  their  places,  and  thus  to 
induce  the  destruction  of  the  edifice.*    This  appears  to  me 
to  be  the  cause  of  the  rapid  death  in  the  animals  experi- 
mented upon  by  Forster.    The  remarkable  fact  that  the  dogs 
died  in  a  shorter  time  than  when  simply  starved,  would  be 

ab,:  to  ;rctis"f  111:*  ^tr^^^^  ^^j^-^'  '''^  - 

ammonia  from  th«  nil  '^J^nous  action  of  free  acids,  by  separating 

.nllTd.^:" itt  SuTl  is  no! 

particular  cells,  in  which       !l7n1  TT"'"     ^"^''^"'^bly  present  in  the 

destruction.  eulphuno  acid,  thus  liberated,  begins  its.work  of 
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explicable  on  this  ground.*   The  correctneBS  of  this  reasoning 
has  been  tested  experimentally  by  Lunin.t 

Ltinin  fed  a  certain  number  of  his  animals  with  food 
deprived  of  its  mineral  constituents  ;  the  others  were  treated 
in  a  similar  way,  but  with  an  addition  of  carbonate  of  soda 
which  was  just  sufficient  to  neutralize  the  sulphuric  acid 
formed  from  the  sulphur  of  the  proteid.  _ 

It  was  important  to  use  as  large  a  number  of  animals  as 
possible,  in  order  to  ehminate  the  influence  of  accidental 
factors,  and  thus  arrive  at  a  reliable  result.  Mice  were 
therefore  chosen  for  the  purpose,  since  it  would  have  been 
almost  impossible  to  obtain  food  free  from  mmeral  con- 
stituents in  the  quantity  requisite  for  a  number  of  large 

animals.  .  -o 

The  food  was  prepared  in  the  lollowmg  manner.  By 
precipitating  dilnted  mitt  with  acetic  acid  and  waehmg  the 
finely  flocculent  coagnlnm  with  water  acidified  with  acet  c 
acid,  a  mixture  of  fat  and  casein  was  obtained  which  only 
contained  from  -06  to  -08  of  ash  in  100  parts  of  dry  matter 
therefore  ten  times  less  salts  than  in  the  e^Pe  -™te 
Forster.  To  this  mirture.  cane  sugar  which  left  no  ash, 
was  added  as  a  representatiye  of  the  third  group  of  food- 

*  On  this  food  and  distilled  water,  five  mice  lived  eleven 
thirteen,  fourteen,  fifteen,  and  twenty-one  days.   Two  mi  e 
that  we;e  completely  starved,  lived  four  days  ;  two  more  only 

IgaT'ei.  mice  were  fed  upon  the  same  food  with  the 
addMon  ^f  carbonate  of  soda.    These  lived  » 
tee    twenty-four,  twenty-six,  twenty-seven,  and  thirty  days 
therefore  twL  as  long  as  the  animals  which  had  no  base  to 
saturate  the  sulphuric  acid  formed. 

Chem.,  bd.  v.  p.  31 :  1881. 
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It  might  be  objected  that  the  animals  Kved  longer,  not 
because  of  the  neutralization  of  the   sulphuric  acid,  but 
because  they  obtained  at  least   one  inorganic  ingredient. 
This  objection  is  answered  by  the  following  experiment,  in 
which  seven  mice  were  given,  ceteris  paribus,  instead  of  the 
carbonate  of  soda,  an  equivalent  quantity  of  chloride  of 
sodium — that  is,  a  neutral  salt  incapable  of  neutralizing  the 
sulphuric  acid.    The  seven  mice  expired  after  six,  ten,  eleven, 
fifteen,  sixteen,  seventeen,  and  twenty  days.    In  this  case, 
although  they  received  two  inorganic  substances,  sodium  and 
chlorine,  they  lived  only  half  as  long  as  the  animals  which 
received  but  one,  sodium,  and,  in  fact,  no  longer  than  the 
animals  which  had  no  inorganic  addition  at  aU.  The 
experiments  were  in  complete  accordance  with  my  deduc- 
tions.   As  a  control,  two  parallel  series  of  experiments  with 
potassium  chloride  and  potassium  carbonate  were  carried  out, 
and  gave  precisely  the  same  results. 

By  preventing  the  formation  of  free  sulphuric  acid,  the 
animals  lived  twice  as  long,  but  still  for  a  very  short  period. 
As  the  action  of  the  acid  could  not  have  caused  their  death, 
what  made  the  mice  die?  Was  the  composition  of  the 
organic  food  insufficient  ?  In  order  to  decide  this  question, 
all  the  inorganic  salts  of  milk  were  added  to  the  same 
artificial  mixture  of  organic  food,  in  the  exact  proportions 
in  which  they  exist  in  the  ash  of  milk,  and  in  the  same 
relation  to  the  amount  of  organic  matter  as  in  milk.  Six 
mice  lived  twenty,  twenty-three,  twenty-three,  twenty-nine, 
thirty,  and  thirty-one  days  upon  this  mixture— no  longer 
than  they  did  with  the  carbonate  of  soda  only.  Of  three 
mice  which  were  fed  exclusively  on  cow's  milk,  one  died 
after  forty-seven  days,  and,  as  dissection  showed,  of  in- 
tussusception (compare  p.  82);  the  two  others  lived  in 
then:  cage  for  two  and  a  half  months,  grew  considerably 
fatter,  and  were  in  capital  condition  when  the  experiment 
ceased. 
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It  is  a  noteworthy  fact  that,  although  animals  can  live  on 
milk  alone,  yet  if  all  the  constituents  of  milk  which  according 
to  the  present  teaching  of  physiology  are  necessary  for  the 
maintenance  of  the  organism  he  mixed  together,  the  animals 
rapidly  die.    Cannot  cane  sugar  take  the  place  of  sugar  of 
milk  ?    Or  are  the  inorganic  and  organic  constituents  of  milk 
chemically  comhined,  and  only  assimilable  in  this  combina- 
tion?   On  precipitation  of  the  casein  by  acetic  acid,  the 
small  amount  of  albumen  in  the  milk  remained  in  solution. 
Cannot  this  albumen  be  replaced  by  the  casein?    Or  does 
milk  contain,  in  addition  to  proteid,  fat,  and  carbohydrates, 
other  organic  substances,  which  are  also  indispensable  to  the 
maintenance  of  life?    It  would  be  worth  while  to  continue 
the  experiments. 

The  question  as  to  the  need  of  adult  animals  for  inorgamc 
salts  cannot  be  considered  as  settled.    Before  it  can  be 
decided,  we  must  become  intimately  acquainted  with  all  the 
organic  food-stuffs  which  are  indispensable;  we  must  also 
manage  to  combine  them  in  such  a  way,  that  they  may 
be  palatable  to  the  animals  during  lengthened  experiments. 
Finally,  we  must  be  able  to  saturate  the  sulphm-ic  acid 
resulting  from  the  proteid-by  means  of  a  harmless  organic 
base,  such  as  by  creatinin  or  neurin-without  the  addition 
of  inorganic  bases.    But  even  then  it  would  probably  be 
impossible  to  come  to  a  decision,  because  it  is  beyond  our 
power  to  ensure  the  presence  of  the  base  at  the  spot  where 
the  sulphuric  acid  is  set  free,  or  because  the  sulphates, 
formed  with  the  base  thus  artificially  introduced,  expel  the 
normal  salts  from  the  tissues  (compare  p.  120).   The  difficulty 
appears  for  the  present  to  be  insuperable. 

There  is  only  one  inorganic  salt  about  which  I  must  add 
a  few  words,  because  it  holds  a  rather  exceptional  position- 
common  salt. 

It  is  a  very  remarkable  fact,  that  of  all  the  morganic 
salts  in  our  bodies  we  only  take  one  with  our  orgamc  food, 
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and  that  is  common  salt.  We  obtain  enough  of  all  the  other 
salts  from  the  amount  contained  in  our  food,  and  we  never 
think  of  providing  ourselves  with  them  separately.  Common 
salt  forms  the  only  exception,  which  is  the  more  remarkable 
as  our  diet  is  by  no  means  deficient  in  it.  All  vegetable  and 
animal  food  contains  considerable  quantities  of  chlorine  and 
sodium.  Why  do  these  quantities  not  suffice,  and  why  do  we 
add  rock-salt  ? 

In  the  earlier  experiments  made  to  decide  this  point,  one 
fact  was  quite  overlooked,  which  appears  to  me  likely  to  lead 
to  a  correct  solution  of  the  difficulty.  I  mean  the  fact  that 
the  desire  for  salt  in  the  food  was  only  observed  in  the  case 
of  herbivora,  and  never  in  the  ease  of  carnivora.  Our 
carnivorous  domestic  animals,  the  dog  and  the  cat,  prefer 
unsalted  to  salted  food,  and  show  great  dislike  to  very  salt 
food,  while  the  domesticated  herbivora  are  well  known  to  be 
very  fond  of  salt.  The  same  thing  has  been  observed  in  wild 
animals.  It  is  a  known  fact  that  wild  ruminants  and  hoofed 
animals  seek  out  salt-rocks  and  pools,  and  places  where  salt 
effloresces,  to  lick  the  salt,  and  that  hunters  watch  for  them 
at  such  places,  or  expose  salt  as  a  bait.  This  has  been 
noticed  by  numerous  travellers  with  herbivora  of  all  countries 
and  climates,  but  it  has  never  been  observed  in  the  case  of 
beasts  of  prey. 

This  difference  is  the  more  striking  as  the  amount  of  salt 
which  herbivorous  animals  take  in  with  their  food  is,  com- 
pared with  the  weight  of  the  body,  generally  not  much  less 
than  that  consumed  by  carnivorous  animals.  On  the  other 
hand,  there  is  a  considerable  difference  in  another  constituent 
of  the  ash  of  their  food,  in  the  potassium.  Herbivorous 
animals  take  at  least  three  or  four  times  as  much  of  salts  of 
potassium  as  the  carnivora.  This  fact  leads  me  to  imagine 
that  the  abundance  of  potassium  in  vegetable  food  is  the 
cause  of  the  need  for  salt  in  the  herbivora. 

If,  for  instance,  a  salt  of  potassium,  such  as  potassium 
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carbonate,  meets  with  common  salt,  or  chloride  of  sodium, 
in  solution,  a  partial  exchange  takes  place;  chloride  of 
potassium  and  carbonate  of  sodium  are  formed.  Now, 
chloride  of  sodium  is  well  known  to  be  the  chief  constituent 
among  the  inorganic  salts  of  blood-plasma.  When,  therefore, 
salts  of  potassium  reach  the  blood  by  the  absorption  of  food, 
an  exchange  takes  place.    Chloride  of  potassium  and  the 
sodium  salt  of  the  acid  which  was   combined  with  the 
potassium,  are  formed.    Instead  of  the  chloride  of  sodium, 
therefore,  the  blood  now  contains  another  sodium  salt,  which 
did  not  form  part  of  the  normal  composition  of  the  blood,  or 
at  any  rate  not  in  so  large  a  proportion.    A  foreign  con- 
stituent or  an  excess  of  a  normal  constituent,  i.e.  sodium 
carbonate,  has  arisen  in  the  blood.    But  the  kidneys  possess 
the  function  of  maintaining  the  same  composition  of  the 
blood,  and  of  thus  eliminating  every  abnormal  constituent 
and  any  excess  of  a  normal  constituent.    The  sodium  salt 
formed  is  therefore 'ejected  by  the  kidneys,  together  with  the 
chloride  of  potassium,  and  the  blood  becomes  poorer  in 
chlorine  and  sodium.    Common  salt  is  therefore  withdrawn 
from  the  organism  by  the  ingestion  of  potassium  salts.  This 
loss  can  only  be  made  up  from  without,  and  this  explains  the 
fact  that  animals,  which  live  on  a  diet  rich  in  potassium, 
have  a  longing  for  salt. 

I  have  proved  the  correctness  of  this  deduction  by  experi- 
ment. To  a  diet  of  uniform  character  salts  of  potassium  were 
one  day  added,  the  consequence  being  a  striking  increase  in 
the  excretion  of  chlorine  and  sodium.  I  have  tried  this 
experiment  on  myself,  with  all  the  salts  of  potassium  which 
are  concerned  in  human  nutrition.  Eighteen  grammes  K^O, 
as  phosphate  or  citrate,  divided  into  three  doses  during  the 
day,  took  up  6  grms.  of  common  salt  fi-om  the  body,  besides 
2  grms.  of  sodium ;  for  the  potassium  salts  effect  an  exchange, 
not  only  with  the  chloride,  but  also  with  other  compounds 
of  sodium,  as  albuminate,  carbonate,  and  phosphate. 
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The  amount  of  potassium  taken  in  these  experiments  was 
not  large — in  fact,  much  less  than  that  introduced  with  the 
most  important  vegetable  articles  of  diet ;  and  yet  6  grms.  of 
salt  were  withdrawn  from  the  organism  by  it.  This  is  about 
one-half  of  the  common  salt  which  is  contained  in  the  5  litres 
of  a  man's  blood.  That  other  tissues  likewise  suffer  by  this 
loss  is  undoubted.  But  in  the  first  instance  the  blood  is 
chiefly  affected,  and  I  think  that  if  this  loss  in  the  blood  was 
covered  by  a  comparatively  small  loss  in  the  other  tissues,  a 
fresh  addition  of  potassium  must  have  the  effect  of  producing 
a  fresh  loss  of  sodium.  Experiments  of  this  kind  have  not 
yet  been  made.  It  has  not  yet  been  ascertained  up  to 
what  point  the  body  will  continue  to  give  up  sodium,  when 
potassium  is  constantly  taken.  There  is  no  doubt  that  a 
point  would  soon  be  reached  at  which  the  body  would  stoutly 
retain  its  remaining  sodium. 

But  even  those  quantities  of  chlorine  and  sodium,  the 
loss  of  which  I  have  specially  investigated,  appear  to  me 
sufficiently  large  to  account  for  the  need  to  replace  them 
caused  by  eating  vegetables  containing  an  abundance  of 
potassium.  Having  regard  to  the  important  part  which  salt 
plays  in  the  organism  (as  in  the  formation  of  the  digestive 
secretion,  or  in  dissolving  the  globulins),  even  a  small 
diminution  may  be  prejudicial  to  certain  functions,  and  may 
give  rise  to  the  need  of  recovering  the  loss. 

As  already  mentioned,  the  amount  of  potassium  taken  in 
my  experiments  was  not  more  than  18  grms.  A  man  who 
Hves  chiefly  on  potatoes  takes,  in  the  course  of  the  day,  up 
to  40  grms.  of  potassium.  This  explains  the  reason  why 
potatoes  are  so  unpalatable  without  salt,  and  are  eaten  every- 
where  with  well-salted  adjuncts.  Like  potatoes,  all  the 
other  important  vegetable  articles  of  diet,  the  cereals  and 
legummosae,  are  very  rich  in  potassium,  and  this  explains 
the  fact  that  country  people,  living  mainly  on  a  vegetable 
diet,  use  more  salt  than  the  inhabitants  of  towns,  who  eat  a 
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great  deal  of  animal  food.  It  has  been  statistically  shown  in 
France  that  people  living  in  the  country  eat  three  times  as 
much  salt  per  head  as  those  in  towns. 

We  may  now  ask  what  the  people  do  who  take  no  vege- 
table food  at  all.    There  are  whole  tribes  of  hunters,  fisher- 
men, and  other  nomads,  who  live  entirely  on  animal  food. 
We  might  expect  that  these  people  would,  like  the  carnivorous 
animals,  have  a  disinclination  for  salt.    This  is  in  fact  the 
case     In  order  to  ascertain  this,  I  have  gone  through  a 
very  large  number  of  works  of  travel,  and  have  obtained 
a  great  deal  of  information  from  recent  travellers,  either 
personally  or  by  letter.    From  all  this  it  appears  to  be  a 
universal  rule,  that  in  all  times  and  in  all  lands  those  people 
who  live  entirely  upon  animal  food  either  have  never  heard 
of  salt,  or,  if  they  possess  it,  avoid  it;  whereas  the  people 
whose  staple  food  is  vegetable  have  the  greatest  desne  for 
it  and  regard  it  as  an  indispensable  article  of  diet  _ 

This  difference  was  manifested  as  far  back  as  the  ancient 
Greek  and  Eoman  times,  when  the  sacrificial  animals  were 
Ilways  offered  to  the  gods  without  salt,  but  the  fruits  o  th 
Lth  with  salt.    The  Mosaic  law  expressly  commanded  th 
Jews  to  offer  gifts  of  vegetable  fruits  accompamed  by  salt 

to  their  Deity.*  ^ 

The  Indo-Germanic  languages  have  no  common  word  foi 
Bait  iust  as  they  have  none  for  farming  industries,  whereas 
he  terms  used  in  cattle-breeding  may  ''-^^ 
to  common  roots.   This  probably  shows  that  the  Indo-Gei 
manic  tribes  toew  nothing  about  salt  so  long  as  they  we 
Indering  ab„ut-an  ^differentiated  nat,on-pastuj^^^^^^^^ 
flocks  on  the  summit  and  slopes  of  the  mighty  Bulm-Tagh. 
They  tet  became  acquainted  with  it  after  the.  dispersion, 

.  The  »™e.  of  ih..e  .»a  ^«J^^^;:;r^ZZ°Sfi^^'^i 
vol.  X.  p.  Ill :  1874. 
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when  they  began  farming  and  took  to  vegetable  food.  In 
the  time  depicted  by  Tacitus,  we  find  the  Germans  just 
adopting  fixed  places  of  abode,  and  beginning  to  devote 
themselves  to  agriculture.  But  at  this  time  they  did  not 
know  how  to  obtain  a  regular  supply  of  salt,  although  the 
desire  for  it  was  already  awakened  in  them,  since  Tacitus 
gives  accounts  of  raging  and  decimating  wars,  which  were 
carried  on  by  different  tribes  for  the  possession  of  the  salt- 
mines on  the  frontiers. 

The  Finnish  languages  have  up  to  the  present  day  no 
word  for  salt.    The  western  Finlanders,  who  are  now  engaged 
in  farming,  use  salt  and  call  it  by  the  German  name.   On  the 
other  hand,  the  eastern  Finlanders,  who  still  lead  hunters' 
and  nomads'  lives,  use  no  salt  whatever,  and  this  is  the 
case  with  all  the  other  hunting,  fishing,  and  nomadic  tribes 
in  the  north  of  Eussia  and  in  Siberia.    It  is  not  because 
they  are  unacquainted  with  salt,  or  cannot  procure  it,  but 
because  they  have  a  decided  dislike  to  it.    In  all  parts  of 
Siberia  there  are  rock-salt  strata,  salt  lakes,  and  salt  efflores- 
cences.    The  Siberian  hunters  are  only  interested  in  these 
salt  strata  because  the  flocks  of  reindeer  assemble  in  these 
places  to  lick  the  salt ;  the  hunters  themselves  devour  their 
meat  without  it.    A  large  number  of  Siberian  travellers  have 
informed  me,  both  personally  and  by  letter,  that  such  is  the 
case  with  all  the  Siberian  tribes.    The  mineralogist,  C.  von 
Ditmar,  who  travelled  osrer  the  whole  of  Siberia  between  1851 
and  1856,  and  lived  for  a  long  time  among  the  Kamtschadales, 
writes  to  me  as  follows  :  "  I  have  frequently  in  my  travels, 
given  those  people  (Kamtschadales,  Korachs,  Tschuktschen, 
Ainos,  Tunguses)  some  of  my  salted  viands  to  taste,  and 
have  noticed  the  grimaces  they  made,  showing  how  much 
they  disliked  it."    Ditmar  relates  how  the  Kamtschadales 
live  chiefly  on  fish,  which  they  throw  into  large  holes  dug 
in  the  ground,  where  the  whole  mass  is  soon  turned  into  a 
"  stinking  jelly."    The  Eussiau  Government,  disapproving 
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of  the  Kamtschadales'  favourite  food,  which  is  certainly  dis- 
gusting to  any  European,  and  must  be  unwholesome,  en- 
deavoured to  introduce  the  salting  of  fish,  by  strmgent 
regulations.    Ai-rangements  were  made  at  Petropaulowski 
for  obtaining  salt  from  sea-water,  and  the  salt  was  sold  to 
the  Kamtschadales  at  a  nominal  price.    The  Kamtschadales, 
who  are  an  uncommonly  docile  race,  obeyed  orders,  and  the 
fish  was  conscientiously  salted.    But  they  did  not  eat  xt 
They  kept  to  their  decomposing  fish ;  and  at  the  time  that 
Ditmar  was  in  Kamschatka,  the  Eussian  Government  had 
relinquished  the  task  of  persuading  them  as  hopeless.  Only 
the  old  people  still  spoke  of  that  period  as  of  a  time  ot 
plague.    Ditmar  relates  that  the  descendants  of  the  Eussians 
in  Kamschatka  do  cultivate  European  vegetables,  but  only 
in  smaU  quantities,  that  they  prefer  the  Kamtschadales 
bill  of  fare,  and  accordingly  their  use  of  salt  has  gradually 
■  diminished.    Vegetables  and  cereals  are  only  eaten  m  Petro- 
paulowski, and  here,  on  the  other  hand,  the  salt-cellar  is 

always  on  the  table. 

The  astronomer,  L.  Schwarz,  informed  me  that  on  his 
travels  in  the  country  of  the  Tunguses,  he  lived  exclusive  y 
on  reindeer-flesh  and  game.  This  diet  agreed  perfectly  with 
him,  and  he  never  experienced  any  wish  for  salt. 

But  as  it  might  be  thought  that  the  disinchnation  o 
the  Siberian  tribes  for  salt  might  be  due,  not  to  the  animal 
food,  but  to  the  northern  climate,  I  will  refer  to  the  accounts 
of  the  inhabitants  of  warm  countries  who  hve  on  an  ammal 

diet,  and  yet  take  no  salt. 

In  the  Neilgherry  Hills  in  India,  a  pastoral  tribe  tJie 
Tudas,  was  first  discovered  during  the  present  century 
Owing  to  their  being  surrounded  by  fever  marshes  the 
English  had  always  been  prevented  reaching  them  They 
11  totally  unacquainted  with  vegetable  food,  and  lived  on 
milk  and  buffalo-meat,  knowing  nothmg  of  salt. 

The  Kirghese  also  live  on  meat  and  milk,  and  nevex  use 
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salt,  although  they  are  inhabitants  of  the  salt  steppes.  I 
was  informed  of  this  by  Baron  Maydell,  who  travelled  through 
the  Kirghese  Steppes  in  1845  and  in  1847. 

Sallust  relates  the  same  thing  of  the  Numidians :  "  Numidae 
plerumque  lacte  et  ferina  earne  vescebantur  et  neque  salem 
neque  alia  irritamenta  gul£e  quserebant."  There  is  an  abun- 
dance of  salt  on  the  north  coast  of  Africa. 

At  present  there  are  certain  tribes  of  Bedouins  in  Arabia 
who  live  under  conditions  similar  to  those  of  the  Numidians 
in  the  time  of  Sallust.  In  Wrede's  Travels,  it  is  stated  that 
the  Bedouins  eat  meat  without  salt,  and  appear  to  consider 
the  use  of  salt  as  altogether  ridiculous. 

The  Bushmen  in  the  south  of  Africa  live  by  the  chase, 
and  do  not  use  any  salt. 

The  negro  races,  on  the  contrary,  are  agriculturists.  The 
interior  of  Africa  contains  but  little  salt.  At  the  present 
time  the  negroes  are  plentifully  supplied  with  salt,  both  by 
importation  and  by  salt-boiling  on  the  coast.  Among  the 
older  travellers,  Mungo  Park  gives  the  following  description 
of  the  longing  of  the  negroes  for  salt :  "  In  the  districts  of 
the  interior,  salt  is  the  greatest  of  all  delicacies.  It  strikes 
a  European  very  strangely  to  observe  a  child  sucking  a  piece 
of  rock-salt  as  if  it  were  sugar.  I  have  frequently  seen  this 
done,  although  the  poorer  class  of  inhabitants  in  the  interior 
are  so  badly  provided  with  this  costly  article,  that  to  say 
that  a  man  eats  salt  with  his  meal  is  equivalent  to  saying 
that  he  is  rich.  I  myself  have  found  the  scarcity  of  this 
natural  product  very  trying.  Constant  vegetable  food  causes 
a  painful  longing  for  salt  that  is  quite  indescribable.  On 
the  coast  of  Sierra  Leone,  the  desire  for  salt  was  so  keen 
among  the  negroes  that  they  gave  away  wives,  children,  and 
everything  that  was  dear  to  them,  in  return  for  it." 

The  Indians  of  North  America  are  well  known  to  have 
been  hunters  and  fishermen  at  the  time  of  their  discovery  ; 
they  did  not  use  salt,  although  the  North  American  prairies 
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are  full  of  it.  Only  a  few  tribes  on  the  lower  course  of  the 
Mississippi  were  diligent  tillers  of  the  soil  at  the  time  of 
the  first  invasion  of  the  Spaniards.  It  is  related  of  these 
tribes  that  they  waged  wars  about  the  salt-sprmgs 

The  Mexicans  were  farmers,  and  understood  the  methods 
of  obtaining  salt.  The  same  account  is  given  of  the  natives 
whom  Columbus  met  with  in  the  West  Indian  Islands. 

The  shepherds  of  the  South  American  pampas  who  live 
entirely  on  meat,  and  regard  vegetable  food  as  only  fit  for 
animals,  do  not  use  any  salt,  although  the  pampas  abound 
in  numberless  salt  lakes  and  incrustations.  The  neighboui.ng 
Araucanians,  on  the  other  hand,  who  -re  farmerB  a  th 
time  of  the  discovery  of  America,  made  use  both  of  sea-salt 
aTd  rocLalt.  The  Inhabitants  of  New  Holland  were  hunters, 

and  employed  no  Bait.  tj„.»  T,„i;nT, 

MoBt  of  the  tribes  of  Australia  and  of  the  East  Indian 
Aiehipelago  live  on  a  mi«d  diet,  and  get  enough  salt  from 
fhe tate  animals  that  they  eat.    But  there  is  an  aceoun 
of  one  purely  agricultural  tribe  in  the  tropical  ■B^-d.  'here 
the  neople  live  almost  exclusively  on  the  produce  of  the  held, 
which  is  rich  in  potassium.  They  are  the  Battas,  m  Sumatra. 
teloM  expect  that  these  people  would  have  a  great  desn-e 
for  Balt    For  a  long  time  I  was  unable  to  find  any  account 
U  in  any  book's  of  travel,  till  at  last  I  ligMe   up<.n  a 
passage  in  a  chapter  describing  their  modes  o    egal  proc 
dure  in  which  it  said  that  the  solemn  form  o  oath  m  u  e 
amo;g  tl.em  ran  as  follows:  "May  my  harvest  fa.l,  my  ca  tl 
d"  and  may  I  never  taste  salt  again,  if  I  do  not  speak  the 

*"Erom  the  above  facts,  we  see  that  at  every  period,  in 
every  part  of  the  world,  and  in  every  chmate,  there  are 
peopk  who  use  salt  as  well  as  those  who  do  not  The 
p  op  e  who  take  salt,  though  differing  from  each  o  her  m 
ev  ry  otier  respect,  are  all  characterised  by  a  vegetable  diet 
I  the  same  way,  those  who  do  not  use  any  salt  are  all  ahke 
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in  taking  animal  food.  We  see  that  whole  tribes,  when 
forsaking  their  nomadic  life  for  an  agricultural  one,  begin 
the  use  of  salt ;  and  that,  vice  versa,  people  who  have  been 
accustomed  to  take  salt,  cease  to  do  so  when  they  emigrate 
and  settle  down  among  a  flesh-eating  population.  We  see 
that  European  travellers,  if  their  supply  of  salt  fails  them  in 
foreign  countries,  do  not  feel  any  want  of  it  if  they  are  living 
on  animal  food ;  but  that,  on  the  other  hand,  they  experience 
"  a  painful  longing  "  for  it  if  they  adopt  a  vegetarian  mode 
of  living.  The  causal  connection  between  vegetable  food  and 
the  need  for  salt  is  undeniable.  It  might  be  still  doubted 
whether  it  is  really  the  abundance  of  potassium  in  the  vege- 
tables which  causes  this  need.  The  occurrence  of  potassium 
in  considerable  quantity  is  not  the  only  difference  between 
vegetable  and  animal  food.  The  following  facts  may  serve  to 
confirm  my  view  of  the  matter : — 

One  important  article  of  vegetable  diet,  rice,  is  very  poor 
in  potassium  salts.    Eice  contains  six  times  less  potassium 
than  the  European  cereals  (wheat,  rye,  barley),  from  ten  to 
twenty  times  less  than  the  leguminosse,  and  from  twenty-six 
to  thirty  times  less  than  the  potato.    If  we  consume  enough 
rice  to  yield  100  grms.  of  proteid,  we  only  take  in  1  grm. 
K2O  from  the  same  source.    But  if  we  consume  100  grms. 
of  proteid  in  the  form  of  potatoes,  we  should  at  the  same 
time  obtain  above  40  grms.  K^O.     We  should,  therefore, 
expect  people  who  only  take  rice  and  no  other  vegetable  with 
their  meat,  to  have  no  desire  for  salt.    This  is  in  fact  the 
case,  and  is  universally  recorded  of  certain  tribes  of  Bedouins 
on  the  Arabian  Peninsula,  and  of  a  few  races  in  the  East 
Indian  Islands. 

The  amount  of  potassium  and  sodium  in  the  different 
articles  of  vegetable  and  animal  food  eaten  by  man  and 
animals  may  be  gathered  from  the  following  tables  :- 
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TABLE  1. 

In  1000  Parts  of  Dehtdhated  Material  the  Proportions  ARB- 


Arranged  according  to  increasing  amount  of 
potassium. 


Eice  . . 

Bullock's  blood  . 
Oats  ) 
Wheat  r 
Eye  ( 
Barley ; 
Dog's  milk  .  • 
Human  milk 
Apples 

Milk  of  herbivora 
Hay  . . 
Beef.. 

Beans 

Strawberries 

Clover 

Potatoes 


K,0. 


1 

2 

5-6 

5—6 

5—  6 
11 
12 

9—17 

6—  18 
19 
21 
22 
23 

20—28 


lla,0. 


003 
19-0 

01—  04 

2-  0—  3-0 
10—  2-0 

01 

02 
l-O— 10-0 
0-3-  1-5 

3-0 

0-1 

0-2 

0-1 
0-3— 


0-6 


Arranged  according  to  increasing  amount 
of  sodium. 


Eice  . . 

Apples 

Beans 

Peas  . . 

Clover 

Oats  ^ 

Wheat  I 

Barley  j 

Eye  J 

Potatoes 

Hay  . . 

Human  milk 

Dog's  milk  . . 

Milk  of  herbivora 

Beef. . 

Bullock's  blood 


Na,0. 


0-03 
0-07 
0-13 
0-17 
0-17 

0-1-  0-4 

0-3-  0-6 

0-  3-  1-5 

1-  0-  2-0 

2-  0—  3-0 
1-0— 10-0 

30 
19-0 


TABLE  n. 

For  One  Equivalent  Na,0  the  Equivalents  of  K,0  ARB- 


Bullock's  blood 
Egg-albumen 
Yolk  of  egg 
The  whole  body 

mals 
Milk  of  camivora 
Mangel-wurzel 
Human  milk 
Milk  of  herbivora 
Beef 
Wheat 


mam' 


Equivalent 
K^O. 

1 

007 

Barley   

0-7 

Oats 

1-0 

Eice 

Eye  

0-7—  1-3 

Hay  

0-8-  1-6 

Potatoes  

20 

Peas 

1-0—  4-0 

Strawberries 

0-8—  6-0 

Clover   

4-0 

Apples 

12-0- 23-0 

Beans 

KoO. 


14—  21 

15—  21 
24 

9—57 
3—57 
31—42 
44—50 
71 
90 
100 
110 
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TABLE  in. 
Fob  eteey  100  Gbms.  or  Pboteid  we  get — 


K^O. 

Na^O. 

Bullock's  blood 

Beef  

Wlieatj 

Rye  [  

Peas  ) 

Human  milk    . . 
Potatoes 

0-  2  grms. 

1-  0 
20 

2-0— 5-0  „ 

50-60  „ 
42 

2'0  grms. 

003 

0-3 

005— 0-3  „ 

1-0  -2-4  „ 
0-7 

We  see  from  the  second  table  that  the  beast  of  prey,  which 
devours  every  part  of  an  animal,  obtains  potassium  and 
sodium  in  almost  equal  quantity.  This  is  the  case,  not  only 
with  mammals,  but  with  the  whole  class  of  vertebrates.* 

On  the  other  hand,  four  equivalents  of  potassium  are 
present  for  every  equivalent  of  sodium  in  the  bloodless  meat 
of  slaughtered  animals.    It  is,  therefore,  noteworthy  that  the 
people  who  live  on  an  animal  diet  without  salt,  carefully  avoid 
loss  of  blood  when  they  slaughter  the  animals.   This  was  told 
me  by  four  different  naturalists  who  have  lived  among  flesh- 
eaters  m  various  parts  of  northern  Eussia  and  Siberia.  The 
Samoyedes  when  dining  off  reindeer-flesh,  dip  every  mouthful 
m  blood  before  eating  it.    The  Esquimaux,  in  Greenland,  are 
said  to  plug  the  wound  as  soon  as  they  have  killed  a  seal  f 
_    The  two  bases  are  also  contained  in  the  milk  of  carnivora 
m  equa  proportions,  whereas  potassium  generally  prepon- 
derates largely  in  the  milk  of  herbivora  and  in  human  milk 

mrLl\'7-      '  *°  ^'""'^  t^^a 

relation  is  from  four  to  six  equivalents  of  potassium  to  one 

^^i^^ent:^^^^^^  Wirbelthiere."  ZeUs^r.  fUr 

p.  318 :  1874.  ^'       *         =      ^""S^'  ZeiUchr.  f.  Biolog.,  vol.  x. 

t  The  exact  source  of  thpao  fonfo  {„    •  ■ 
p.  115:  ann.  1874.  /•  biolog.,  vol.  x. 
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equivalent  of  sodium,  without  any  addition  of  salt.  And  there 
are  many  vegetables  in  which  the  proportion  is  no  higher.  In 
hay,  which  is  a  mixture  of  all  kinds  of  herbage,  the  proportion 
is  sometimes,  as  the  above  table  shows,  only  as  three  to  one. 
It  is  a  fact  that  many  wild  herbivorous  mammals,  such  as 
hares  and  rabbits,  never  eat  salt,  and  in  many  places  it  is 
not  offered  to  herbivorous  domestic  mammals.    A  keen  desire 
for  salt  would  only  be  awakened  in  these  animals  if  they 
were  exclusively  fed  on  one  of  the  varieties  of  herbage  con- 
taining both  the  most  potassium  and  the  least  sodmm,  such 
as  clover.    The  wild  herbivora  perhaps  instinctively  avoid 
browsing  only  on  the  herbage  that  contains  the  largest  propor- 
tion of  potassium.    But  the  domesticated  animals  would 
suffer  if  they  were  given  food  that  was  very  rich  m  potassium, 
without  salt.   I  will  not  afBrm  that  they  could  not  exist  under 
this  treatment,  although  farmers  have  found  by  experience 
that  the  animals  eat  more  and  thrive  better  if  they  ai-e 
allowed  to  have  salt,  and  even  that  obvious  ill-effects  foUow 
a  complete  abstinence  from  this  article.*    Nor  do  I  mamtam 
that  human  beings  cannot  exist  without  salt  on  a  diet 
almost  entirely  vegetarian.    But  if  we  had  no  salt,  we  should 
have  a  strong  disinclination  to  eat  large  quantities  of  a  veg  - 
table  rich  in  potassium,  such  as  potatoes.    The  use  of  sal 
enable,  us  to  employ  a  larger  variety  of  the  earth's  products 
as  food  than  we  could  without  it. 

It  is  particularly  worthy  of  note  that  those  articles  of  diet 
in  wh  ch!  according  to  Table  II.,  the  proportion  of  potassium 
Alodium  is  the  West,  such  as  rye  Potatoe^^P-'^^^^^^^ 
beans,  are  the  very  ones  that  form  the  stapl  food  of  the  w 
classes  in  Europe.  The  injustice  of  a  salt-tax  is  theiefo  e 
apparent,  for  the  poorer  a  man  is  the  more  he  is  forced  to 

.luestion  de  I'emploi  agricole  ^"^^  pemes  nay,  Journal  cfcs  Economistes, 

Boutsch  von  rrotz :  Leip.g.  1852. 
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live  on  the  vegetables  containing  the  largest  amount  of  potas- 
sium, and  the  greater  his  consumption  of  salt  in  consequence. 

In  passing,  I  must  call  attention  to  the  fact  that  we  are 
accustomed  to  take  far  too  much  salt  with  our  viands.  Salt 
IS  not  only  an  aliment,  it  is  also  a  condiment,  and  easily 
lends  itself,  as  all  such  things  do,  to  abuse.    A  glance  at 
Table  III.  shows  us  how  little  salt  need  be  added  to  most 
articles  of  diet  in  order  to  preserve  the  same  proportion  of 
the  alkahes  as  in  milk.    For  instance,  from  1  to  2  grms.  of 
salt  in  the  day  would  be  sufficient  to  add  to  a  diet  of  cereals 
and  leguminosae,  or  a  few  decigrammes  to  a  diet  of  rice. 
Instead  of  this,  most  people  take  from  20  to  30  grms.  daily, 
and  frequently  even  more. 

We  must  ask  whether  our  kidneys  are  really  able  to 
eliminate  such  large  quantities  of  salt  ?    Do  we  not  impose 
too  gr^at  a  task  upon  them,  and  may  it  not  be  fraught  with 
serious  consequences  ?   When  on  a  diet  of  meat  and  bread, 
without  salt,  we  excrete  not  more  than  from  6  to  8  grms.  of 
alkahne  salts  in  twenty-four  hours.    With  a  diet  of  potatoes, 
and  a  corresponding  addition  of  salt,  over  100  grms.  of 
alkahne  salts  pass  through  the  kidneys  m  the  day.  May 
not  there  be  danger  in  this  ?   The  habit  of  drinking  spirituous 
liquors,  which,  moreover,  is  reckoned  one  of  the  causes  of 
chronic  nephritis,  also  "brings  about  the  immoderate  .use  of 
salt,  and  thus  one  sin  against  nature  leads  to  another. 
These  are  questions  to  which  I  would  direct  the  attention  of 
practitioners. 

There  is  no  organ  in  our  body  so  mercilessly  illtreated  as 
tne  kidneys.  The  stomach  reacts  against  overloading.  The 
kidneys  are  obliged  to  let  everything  pass  through  them, 
and  the  harm  done  to  them  is  not  felt  till  it  is  too  late  to 
avoid  the  evil  consequences. 

I  would  further  call  attention  to  the  slight  amount  of 
work  that  devolves  upon  the  kidneys  when  rice  is  the  staple 
tood.    Only  2  grms.  of  alkaline  salts  are  excreted  in  twenty- 
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four  hours.  The  superiority  of  rice  (which  has  for  centuries 
been  the  food  of  the  majority  of  mankind— Persians,  Indians, 
Chinese,  Japanese)  over  potato  is  evident.  Should  not  rice 
be  employed  as  a  chief  article  of  diet  in  patients  with  renal 
disease  ?  The  same  with  affections  of  the  stomach,  for  the 
potassium  salts  act  as  a  powerful  irritant  to  the  gastric 
mucous  membrane,*  and  rice  contains  less  of  these  than  any 

other  article  of  food.  .  . 

I  cannot  leave  this  subject  without,  in  conclusion,  giving 
expression  to  one  other  theory  which  is  becoming  more  and 
more  a  conviction  with  me,  and  in  proof  of  which  I  have 
carried  out  a  series  of  troublesome  experiments.    I  have  not 
hitherto  ventured  to  publish  them,  because  I  was  well  aware 
that  the  theory  might  be  thought  very  fanciful  while  the 
grounds  upon  which  it  was  built  were  still  so  scanty.    I  am 
however,  convinced  that  the  remarkably  high  percentage  of 
salt  in  vertebrate  animals,  as  well  as  the  desire  to  take  salt 
with  our  food,  can  only  be  satisfactorily  explamed  by  the 

theory  of  evolution. 

Let  us  glance  at  the  distribution  of  the  two  alkahes, 
potassium  and  sodium,  over  the  whole  surface  of  the  globe. 
In  our  introductory  remarks  on  the  circulation  of  the 
elements,  I  mentioned  the  struggle  that  went  on  between 
the  carbonic  acid  and  the  silicic  acid  for  the  possession  of 
the  bases  (see  p.  17).     In  this  conflict,  the  carbonic  acid 
shows  a  greater  affinity  for  sodium,  and  the  sihcic  acid  for 
potassium.    By  the  action  of  the  weather  on  silicic  rocks, 
the  sodium,  after  decomposition,  is  dissolved  in  water  as  a 
carbonate,  and  trickles  with  the  water  into  the  ground. 
The  potassium,  on  the  contrary,  with  other  bases,  especially 
alumina,  remains  combined  with  the  silicic  acid,  and  continues 
to  lie  on  the  surface  as  an  insoluble  double  salt.    When  the 
sodium  carbonate  reaches  the  sea  by  means  of  sprmgs, 
*  G  Bunge,  ZeiUcl.r.  f.  Biolog.,  vol.  ix.  p.  130 :  1873 ;  and  Pfluger-s  Arck., 
vol.iv.pp.  277,  280:  1871. 
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streams,  and  rivers,  it  is  converted  by  the  chlorides  of  the 
alkaline  earths  into  con^mon  salt,  and  insoluble  carbonates 
of  the  alkaline  earths  are  formed,  which  sink  to  the  bottom, 
and  are  continually  building  up  whole  mountain  ranges  in 
the  shape  of  lime,  chalk,  and  dolomite.  Sea-water  is  thus 
rich  in  common  salt,  poor  in  potassium  salts,  while  the 
surface  of  dry  land  is  rich  in  potassium  salts^  and  poor  in 
common  salt. 

The  amount  of  common  salt  in  the  organism  corresponds 
with  the  amount  in  the  environment.     Sodium  differs  in 
this  respect  from  potassium,  which  is  an  integral,  indis- 
pensable constituent  of  every  vegetable  and  animal  cell. 
Every  cell  has  the  power  of  withdrawing  and  of  assimilating 
the  requisite  amount  of  this  base,  even  from  the  most 
scantily  supphed  soil.    All  sea  and  land  plants,  therefore, 
contain  an  abundance  of  potassium.    Sodium,  on  the  other 
hand,  does  not  appear  to  play  such  an  important  part. 
Many  plants  contain  only  traces  of  sodium;  those  which 
are  rich  in  it  are  only  the  seaweeds  and  the  plants  which 
grow  on  the  sea-shore,  and  on  the  salt  steppes,  which  are 
di-ied-up  sea-basins.    There  are  only  a  few  apparent  excep- 
tions to  this  rule,  as,  for  instance,  in  the  classes  of  Chenopo- 
dium  and  Atriplex.    But  these  species  thrive  only  in  a  sahne 
soil;  they  are  closely  allied  to  the  denizens  of  the  salt 
steppes,  and  have  probably  migrated  from  there.  Among 
cultivated  plants,  the  Beta  altissima,  which  also  belongs  to 
the  Chenopodiacge,  is  the  only  one  rich  in  sodium,  and  this 
was  originally  indigenous  on  the  sea-coast. 

This  is  also  the  case  with  invertebrate  animals;  only 
those  which  live  in  the  sea,  and  those  nearest  alHed  to  them 
on  land,  contain  much  salt.  The  typical  representatives  of 
land  mvertebrates,  the  insects,  have  very  little  salt  in  them. 
I  have  myself  made  an  analysis  which  proves  that  they  do 
not  contain  more  sodium  than  the  plants  from  which  they 
derive  their  nourishment. 
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The  land  vertebrates  are  all  remarkably  rich  in  salt,  in 
spite  of  the  scanty  supply  around  them.    But  even  these 
are  only  apparent  exceptions.    We  need  but  remember  the 
fact  that  the  first  vertebrates  on  our  planet  all  lived  in  the 
sea.    Is  not  the  large  amount  of  chloride  of  sodium  found 
in  the  present  inhabitants  of  dry  land  another  proof  of  the 
genealogical  connection  which  we  are  forced  to  accept  from 
morphological  facts  ?    There  is  no  doubt  that  each  of  us  in 
his  individual  development  has  gone  through  a  stage  in  which 
he  stiU  possessed  the  chorda  dorsaUs  and  the  branchial 
arches  of  his  sea-dwelling  ancestors.    Why  may  not  the 
high  average  of  salt  in  our  tissues  be  also  inherited  from 
them? 

If  this  interpretation  be  correct,  we  should  expect  that  the 
younger  the  vertebrates  are  in  their  individual  development, 
the  more  salt  they  would  possess.    This  is  in  fact  the  case. 
I  have  convinced  myself  by  numerous  experiments  that  an 
embryo  of  a  mammal  contains  more  salt  than  an  ammal 
just  born,  and  that  it  gradually  becomes,  after  bu'th,  poorer 
in  chlorine  and  sodium  as  it  develops.    Cartilage  contams 
the  most  sodium  of  any  tissue  in  our  bodies,  besides  bemg 
also  the  tissue  of  greatest  antiquity.    It  is  histologically 
identical  with  the  tissue  which  still  survives  in  the  skeleton 
of  the  selachians,  a  salt-water  animal,  during  its  whole  life. 
The  human  skeleton,  as  every  one  knows,  is  originally  also 
composed  of  cartilage,  and  even  before  birth  much  of  this 
is  replaced  by  bone.    This  phenomenon  cannot  be  understood 
on  teleological  grounds  ;  it  can  only  be  explained  by  the 
theory  of  evolution.    We  cannot  assume  that  the  cartilage 
period  must  be  passed  through  in  order  that  the  bone  may 
develop  from  the  cartilage.    This  is  not  the  fact.    Bone  does 
not  arise  from  cartilage.    The  cartilage  is  entirely  absorbed, 
and  the  bone  grows  from  the  perichondrium  to  take  the 
place  of  the  cartilage.   And,  in  addition,  the  oldest  formation, 
the  cartilage,  also  contains  the  largest  proportion  of  sodium. 
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These  are  facts  which  lead  most  readily  to  the  interpreta- 
tion that  the  vertebrates  living  on  dry  land  originally  came 
from  the  sea,  and  are  still  continuing  to  adapt  themselves 
to  their  present  surroundings,  where  they  can  get  but  little 
salt.  We  prolong  this  process  of  acclimatization  by  taking 
advantage  of  the  salt  strata  which  have  been  left  on  the 
land  by  our  primeval  element,  the  salt  flood. 
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LECTURE  VIII. 

SUBSIDIA.RY  ARTICLES  OF  DIET. 

Ma-N,  together  with  all  animals,  consumes  certain  articles 
which  are  neither  sources  of  energy  nor  possessed  of  repara- 
tive power  for  the  continual  body  waste.  They  are  eaten  on 
account  of  the  agreeable  influence  which  they  exert  on  the 
nerves  of  taste  or  smell  or  on  other  parts  of  the  nervous 
system ;  we  call  these  substances  condiments  and  stimulants. 
They  are  as  necessary  to  us  as  food  itself  is. 

It  is  a  very  noticeable  fact  that  our  most  important 
articles  of  organic  food  are  absolutely  without  taste  or  odour. 
We  can  only  smell  volatile  matter,  or  taste  such  substances 
as  are  soluble  in  water.    Our  organic  food-stuffs  have  neither 
of  these  properties.    They  are  not  in  the  least  volatile,  and 
are  almost  aU  insoluble  in  water.    Fats,  as  we  well  know, 
are  not  miscible  with  water,  and  proteids  only  sweU  without 
actually  dissolving  in  it.    Of  the  carbohydrates,  the  sugars 
alone  are  soluble,  and  they  taste  sweet.    In  the  case,  then, 
in  which  food  is  possessed  of  any  taste  at  all,  it  is  agreeable. 
Since  the  bulk  of  our  food  can  produce  no  effect  on  our  organs 
of  sense,  we  find  our  organs  of  taste  and  smeU  so  adapted 
that  the  volatile  and  soluble  matters,  which  are  constantly 
associated  with  aliments  as  they  occur  in  nature,  produce 
agreeable  sensations  when  they  act  on  these  sense-organs. 
These  sensations  not  only  increase  our  desu-e  for  food ;  they 
also  help  digestion.    It  is  a  matter  of  common  experience, 
that  even  the  imagination  of  fragrant  and  savoury  food  may 
augment  the  secretion  of  saliva.    The  increased  secretion  of 
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gastric  juice  produced  by  the  same  cause  has  been  observed 
on  dogs  with  a  gastric  fistula.  To  show  them  from  a  long 
distance  a  piece  of  meat,  is  sufficient  to  excite  the  secretion 
of  the  gastric  juice.  It  is,  hence,  probable  that  the  activity 
of  all  other  glands  associated  with  digestion  is  reflexly 
aroused  by  agreeable  tastes  and  smells,  and  that  all  processes 
and  movements  which  are  involved  in  digestion  and  absorp- 
tion are  hereby  assisted.  Pleasant  sensory  impressions 
produce  a  cheerful  frame  of  mind,  and  thus  indirectly  tend 
to  act  favourably  on  all  the  processes  of  the  body.  On  the 
other  hand,  it  is  a  familiar  fact  that  disagreeable  smells 
and  tastes  cause  a  disturbance  of  digestion  which  may  even 
produce  vomiting.  The  necessity  of  these  subsidiaries  to  food 
is,  then,  beyond  doubt;  every  effort  to  consume  food  which 
had  neither  taste  nor  smell  would  soon  fail. 

Whilst  animals  merely  take  such  sapid  substances  as 
occur  naturally  mixed  with  the  food  they  eat,  man  goes  much 
further  by  artificially  separating  the  subsidiary  from  the 
necessary  aliments.    He  takes  the  former  by  themselves,  or 
with  only  a  small  proportion  of  the  latter.    Hence  arises  for 
man  the  danger  of  excess.    The  regulating  mechanism,  which 
in  animals  consists  of  the  feeling  of  satiety  which  sets  in 
as  soon  as  they  have  eaten  enough,  tends  to  be  disturbed. 
So  long  as  only  the  senses  of  taste  and  smell  are  concerned, 
there  is  but  little  danger  of  excess.    The  more  intense  the 
stimulation  of  the  organs  of  smell  and  taste,  the  more 
rapidly  is  the  sensibility  of  our  nerves  blunted ;  we  get  tired 
of  the  impressions  made  upon  them. 

But  besides  those  substances  which  act  as  subsidiary  to 
food  by  their  action  on  our  senses,  man  has  learnt  to  isolate 
others  which  produce  pleasurable  sensations  by  their  action 
on  the  functions  of  the  brain ;  these  we  term  narcotics.  He 
has  discovered  them  even  when  they  cannot  be  detected  by 
smeU  or  taste,  and  when  they  occur  only  in  plants  which 
have  no  value  in  nutrition;  such  are  opium,  tea,  coffee. 
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hashish,  etc.  Others,  which  nature  does  not  produce,  he  has 
learnt  to  prepare  artificially  from  innocuous  substances,  as  for 
instance,  alcohol  from  sugar.  Conscious  volition  disturbs 
the  harmonious  action  of  the  unconscious  impulses,  and 
becomes  the  source  of  unlimited  misery. 

So  long  as  we  are  unacquainted  with  the  chemical  processes 
by  which  these  subsidiary  articles  of  diet  act  on  the  nervous 
system,  their  special  consideration  is  a  subject  rather  for 
toxicology  and  the  physiology  of  the  nervous  system  than  for 
physiological  chemistry.  I  shall,  therefore,  treat  of  only  a 
few  which  are  still  often  considered  to  be  true  aliments.  The 
most  important  of  these  are  alcoholic  drinks. 

We  know  that  alcohol  is  to  a  very  great  extent  oxidized 
in  the  body.    Only  a  small  part  is  excreted  unchanged  by 
the  kidneys  and  lungs.*    Alcohol  is,  therefore,  without  doubt 
a  source  of  energy  when  absorbed  into  the  body.    But  it 
does  not  therefore  follow  that  it  is  a  food.    To  establish  the 
latter  supposition,  it  must  be  shown  that  the  energy  liberated 
by  the  oxidation  of  alcohol  is  used  to  aid  the  performance  of 
a  normal  function.    It  is  not  enough  that  chemical  potential 
energy  is  transformed  into  kinetic  energy;  the  transformation 
must  occur  at  the  right  time,  in  the  right  place,  and  in 
definite  parts  of  the  tissues.    The  tissues  are  not  so  con- 
stituted that  they  can  be  fed  with  any  and  every  combustible 
material;  we  do  not  know,  for  instance,  whether  alcohol  can 
serve  as  a  source  of  the  energy  by  virtue  of  which  the  func- 
tions of  muscle  and  nerve  are  performed  (see  Lecture  XIX.). 

It  will  be  objected  that  the  heat  which  is  produced  by  the 
combustion  of  alcohol  must  in  any  case  be  useful  to  om- 

*  Vict.  Subbotin,  Zeitschr.  f.  Biolog.,'yol.  yii.  p.  361:  1871;  D'^PJ^''  f?"; 
Pm,  Soc    vol.  XX.  p.  268:  1872;  and  Tlie  Practitioner,  vol.  ix.  p.  28  :  lb</, 

M.  P/tarm.,  vol.  VI. .  18// ,  ii.  xieuua,    ,   ^      •••  „  j.ift  .  1<17S  •  «  Bodlander, 
i,n  Ham,"  Arch.  f.  exp.  Path.  u.  Pharm.,  vol.  vm.  p.  446 :  1878 .  G.  IJoaia 
Pfluger's  Arch.,  vol.  xxxli.  p.  398  :  1883. 
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economy.  Even  if  it  does  not  directly  subserve  any  definite 
function  of  a  particular  organ,  the  combustion  of  the  alcohol 
must  save  the  using  up  of  other  food-stuffs. 

But  even  this  cannot  be  admitted.  For  whilst  on  the  one 
hand  the  alcohol  increases  the  production,  on  the  other  it 
increases  the  loss,  of  heat.  Owing  to  the  paralyzing  action 
which  it  exerts  on  the  vasomotor  system,  a  dilatation  of  the 
vessels,  and  especially  of  the  cutaneous  vessels,  occurs,  and 
consequently  there  is  an  increased  loss  of  heat.  The  total 
result  is  a  diminution  of  the  temperature  of  the  body,  which 
has  been  actually  proved  to  take  place. 

Alcohol  has  invariably  a  paralyzing  influence.  All  the 
results  which,  on  superficial  observation,  appear  to  show 
that  alcohol  possesses  stimulant  properties,  can  be  explained 
on  the  ground  that  they  are  due  to  paralysis.* 

It  is  a  common  idea  that  alcohol  produces  a  warming 
effect  in  cold  weather.  This  feeling  of  warmth  depends,  in 
the  first  place,  on  the  fact  already  noticed — that  the  paralysis 
of  the  central  nervous  system  causes  an  increased  blood- 
supply  to  the  surface  of  the  body ;  and  secondly,  in  all  proba- 
bility, on  the  blunting  of  the  sensibility  of  the  central  organs 
which  are  concerned  in  the  sensation  of  cold. 

The  stimulating  action  which  alcohol  appears  to  exert  on 
the  psychical  functions  is  also  only  a  paralytic  action.  The 
cerebral  functions  which  are  first  interfered  with  are  the 
power  of  clear  judgment  and  reason.  As  a  consequence, 
emotional  life  comes  into  free  play  unhampered  by  the 
guiding-strings  of  reason.    The  individual  becomes  confiding 

*  With_  regard  to  this  matter,  we  recommend  the  perusal  of  the  short  and 
luc.d  descnptioninSchmiedeberg's  "Grundriss  der  Arzneimittellehre,"  2nd  edit, 
pp.  25  27  :  Leipzig,  Vogel,  1883 ;  G.  Binz  (»  Der  Wcingeist  als  Heilmittel,"  Son- 
m.l  T  X  w  f''""'^'"''^'''*  de^  VII.  Congresses/,  innere  Medicin  zn 
me,6ade„  1888:  W.esbaden,  Verlag  von  J.  F.  Bergman;,  1888)  Las  recently 
been  upholding  the  older  view,  according  to  which  alcohol  has  a  stimulating 
action  when  taken  m  small  doses.     Binz,  however,  takes  no  notice  of  the  works 

isxttritrtht^^^^    ^"^^--'-^  ■■ 
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and  communicative;  he  forgets  his  cares  and  becomes  gay; 
in  fact,  he  no  longer  clearly  sees  the  dangers  and  difficulties 
of  hfe.     But  the  most  pronounced  paralyzing  action  of 
alcohol  is  seen  in  the  way  it  allays  all  sorts  of  discomfort 
and  pain,  and,  above  aU,  the  worst  sort  of  pain— mental 
suffering,  anxiety,  and  trouble.    Hence  the  light-heartedness 
which  prevails  at  a  carouse.    It  is  a  prejudice  which  depends 
upon  self-deception,  to  believe  that  a  man  ever  becomes 
witty  by  aid  of  spirituous  drinks.    This  error  is  simply  one 
of  the  results  of  the  paralytic  influence  mentioned  above  ; 
as 'the  power  of  criticizing  one's  self  diminishes,  self-com- 
placency increases.    The  lively  gesticulations  and  useless 
exertions  of  intoxicated  people  are  due  to  paralysis,  the  in- 
hibitory influence,  which  prevents  a  sober  man  from  use- 
lessly expending  his  strength,  being  removed.  Associated 
with  this  is  the  increased  frequency  of  pulse,  which  is  com- 
monly cited  as  an  instance  of  the  stimulating  power  of 
alcohol;  it  has  nothing  to  do  with  the  action  of  alcohol, 
but  is  caused  by  the  surroundings  among  which  the  alco- 
holic drinks  are  generally  taken.    It  is  a  consequence  of 
the  excited  condition,  and,  according  to  the  experiments 
hitherto  made,   does  not  occur  when  the  body  remams 
quiet.* 

A  paralytic  symptom,  which  is  erroneously  regarded  as 
one  of  stimulation,  is  also  found  in  the  deadening  of  the  sense 
of  fatigue.  There  is  a  strong  belief  that  alcohol  gives  new 
strength  and  energy  after  fatigue  has  set  in.  The  sensation 
of  fatigue  is  one  of  the  safety-valves  of  our  machine,  io 
stifle  the  feeling  of  fatigue  in  order  to  be  able  to  work  on,  is 
like  forcibly  closing  the  safety-valve  so  that  the  boiler  may 
be  over-heated. 

The  behef  that  alcohol  gives  strength  to  the  weary  is 
particularly  dangerous  for  the  class  of  people  which  contams 

*  Schn^iedeberg,  loo.  ciL,  p.  26;  Zimmerberg  "  ^ut.  iib^  deu  Eiufluss  de. 
Alkohols  auf  die  Thatigkeit  des  Herzens,"  Dissert. :  Dorpet,  1869. 
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the  most  numerous  members.  The  poor  people,  whose  income 
is  already  insufficient  to  procure  a  suitable  subsistence,  are 
misled  by  this  prejudice  into  spending  a  very  considerable 
part  of  their  earnings  on  alcoholic  drinks,  instead  of  purchas- 
ing good  and  palatable  food,  which  alone  can  give  them 
strength  for  their  hard  work. 

This  prejudice  of  the  "  strengthening  "  power  of  alcohol 
maintains  so  deep  a  hold  owing  to  the  results  which  are  seen 
and  felt  in  the  case  of  the  habitual  drinker.  Any  one  who  is 
in  the  regular  habit  of  taking  a  considerable  quantity  of 
alcohol  is  better  able  to  do  his  work  while  he  continues  it 
than  if  he  were  suddenly  to  leave  it  off.  We  cannot  at 
present  explain  this  result,  although  it  is  quite  analogous 
to  the  effect  of  other  narcotics  on  persons  who  have  been 
accustomed  to  their  use.  The  opium-eater  can  neither  work, 
nor  eat,  nor  sleep,  if  his  opium  be  denied  him;  he  is 
"strengthened"  by  the  opium.  But  a  man  who  is  not 
accustomed  to  a  narcotic  is  most  certainly  not  rendered  more 
fit  for  work  by  taking  it. 

The  uselessness,  if  not  harmfulness,  of  even  moderate 
doses  of  alcohol  rests  on  better  evidence  than  scientific  deduc- 
tions and  experiments.  In  connection  with  the  sanitation  of 
armies,  thousands  of  experiments  upon  large  bodies  of  men 
have  been  made,  and  have  led  to  the  result  that,  in  peace  and 
war,  m  every  climate,  in  heat,  cold,  and  rain,  soldiers  are 
better  able  to  endure  the  fatigues  of  the  most  exhausting 
marches  when  they  are  not  allowed  any  alcohol  at  all  *  A 
similar  result  is  observed  in  the  case  of  the  navies,  and  on 
thousands  of  commercial  vessels  belonging  to  England  and 
America,  which  put  to  sea  without  a  drop  of  alcohol.  Most 
whalers  are  manned  by  total  abstainers. 

That  mental  exertions  of  aU  kinds  are  better  undergone 
without  alcohol  IS  generally  admitted  by  most  people  who 
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have  made  the  trial.    Alcohol,  then,  makes  no  one  stronger ; 
it  only  deadens  the  feeling  of  fatigue.  _  _ 

One  of  the  disagreeable  sensations  which  alcohol  dimm- 
ishes  is  that  of  tedium.    This  feeling  is,  however,  like  the 
sensation  of  fatigue,  one  of  the  arrangements  for  self-re- 
gulation which  the  organism  possesses.    Just  as  the  feelmg 
of  fatigue  makes  us  rest,  so  the  feeling  of  tedium  encourages 
us  to  exertion,  without  which  nerve  and  muscle  atrophy. 
It  is  interesting  to  observe  what  curious  means  a  lazy  and 
empty-headed  man  adopts  in  order  to  be  free  from  the  demon 
of  tedium  without  making  personal  exertion.    It  di-ives  him 
without  rest  from  place  to  place,  to  this  company  and  that, 
from  one  distraction  to  another.    But  all  these  attempts  to 
escape  from  himself  would  be  in  vain,  and  the  bulk  of  man- 
kind would  be  driven  to  exercise  their  brain  and  muscles  m 
some  way  or  another,  in  order  to  obtain  the  feeling  of  rest 
and  satisfaction  and  to  lose  their  sense  of  tedium,  were 
it  not  for  alcohol.    Alcohol  frees  them  easily  and  agreeably 
from  this  demon.    A  drinker  is  never  conscious  of  his  own 
emptiness.    He  wants  no  interests  and  ideas;  he  has  the 
comfort  and  satisfaction  of  narcosis.    There  is  nothmg  so 
dangerous  to  the  development  of  a  man,  nothing  which  so 
undermines  his  character,  nothing  which  so  surely  destroys 
the  remaining  energy  he  is  capable  of,  as  the  continual 
deadening  of  the  sense  of  tedium  by  means  of  alcohol. 

Another  point  which  is  adduced  in  favour  of  alcohohc 
drinks  is,  that  they  diminish  the  waste  of  the  body.  It  is 
true  that  a  slight  diminution  in  the  excretion  of  nitrogen, 
and  consequently  of  proteid  decomposition,  is  observed  after 
Lderate  doses  of  alcohol.'    But  it  is  difEcult  to  understand 

.J,  P  rokker,  "Nedorlandsch  Tijdschrift  voor  G-eeskunde    p   125 : 
\r    1    T7<,w.  ,1pr  Fhvsiol.  Ges.  zu  Berlin:  Jan.  3,  18/9,  L,.  Kiess, 

Zeitschr.  f.  hUn.  Med  ^o^-     P-  ^^^^^      j^j^         and  reliable 

(Proc.  Boy  Soc,  7;-^^^;^     Xho  exercises  no  influence  on  the  excretion  of 

^etaboHsm  ^eitscl..  f.  pl^ol-  Ckem.,  vol.  xuu  p.  128  .  18.8). 
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why  this  should  be  made  a  reason  for  recommending  alcoholic 
drinks.  Why  should  we  wish  to  diminish  the  metabolism  of 
the  body  ?  Is  not  metabolism,  or  the  breaking  down  of  the 
tissues,  the  source  of  all  our  energy  ?  The  intensity  of  this 
disintegrating  process,  this  conversion  of  potential  into  kinetic 
energy,  is  constantly  regulated  by  a  complicated  nervous 
mechanism,  which  now  acts  in  an  inhibitory,  now  in  an 
acceleratmg  direction,  according  to  the  requirements  of  the 
vai-ious  organs.  To  interfere  with  this  self-controlling  me- 
chanism by  the  action  of  poisonous  substances  can  hardly  be 
wise,  since  we  are  almost  entirely  in  ignorance  concerning  its 
intimate  character.  What  means  have  we  of  judging  whether 
the  metaboHsm  is  too  quick  or  too  slow  ? 

In  large  doses,  alcohol  increases  instead  of  diminishing 
the  excretion  of  nitrogen.*     In  this  respect  it  resembles 
certain  powerful  poisons,  especially  phosphorus  and  arsenic, 
which  cause  increase  in  the  excretion  of  nitrogen,  but  at  the 
same  time  diminish  the  amount  of  oxygen  taken  up  and 
carbonic  acid  excreted,  and  consequently  produce  fatty  degene- 
ration of  various  organs.    It  appears  that  these  poisons^'give 
rise  to  the  production  of  fat  from  proteid;  the  nitrogen,  with 
a  small  quantity  of  the  carbon,  is  separated  from  the  proteid 
molecule,  and  the  residue,  free  from  nitrogen,  is  stored  up  in 
the  tissues  as  fat.    We  shall  have  to  consider  this  process 
m  greater  detail  in  a  later  section  (Lecture  XX.).  Possibly 
the  fatty  degeneration  of  the  organs  sometimes  observed  in 
drmikards  is  to  be  referred  to  a  similar  action.    But  un- 
fortunately, the  experiments  hitherto  made  have  not  decided 
with  certainty  whether  the  absorption  of  alcohol  has  any 
influence  on  the  elimination  of  carbonic  acid.f 

*  Imm.  Munk,  loo.  cit. 

vo  T-  187?      The  „        *  too  short  (Mr.  f.  Biolo,., 

(Aral'  }  Taesal  P      T    ,  'P^'''^'^^^''  *°       experiments  of  Wolfers 

Schoui;Arve"howr^^^^^  Simanowski  „nd  G. 
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to  digestion.   In  reality  it  wouU  m^J^  ^l,^^^^,^ 
the  case.  Any  one  may  make  the  "t^"™        ^  ^  hunger 
a  meal  without  alcohoUs  -ore  ,me%       -d  h^^^^^^^^ 
than  when  aleohol  is  taken.    The  inhibit  j 
^^-^1  r  Sf^^rseTal  trtrton:  \  the  aid 
rim:«,t  and  by  means  of  numerous  other 

experiments.!      ^  considered  the  action  of 

Up  to  this  VO^''ll''^J'^:,,J moderate  drinkers, 
alcohol  on  persons  who  are  nsuai  y  g^ive  drinking 

To  describe  the  o  the  etcturee.  It  may 

can  hardly  come  within  the  scope  of  these 
,e  mentioned,  howe.er  that  the  ^^^"^       „j  ,„ay 
causes  a  whole  host  ol  iseas-'ftat  no  o  g^^^^ 
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of  alcohol  as  a  luxury  and  an     -  ^^  j^t,  a^^ 

medicine.    In        T"""  f  ."ely  its  paralyzing  pro- 
pensable  as  a  -dieine    »  »  f-- T  J    „  ^ 
perties  which  render  it  ™taaWe  'n  abnormally 
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anti-pyretic ;  but  proof  of  its  value 

lacking.  ,  ,      v^u^u  to  cause  ill  efieots 

rs^;  iSu.o;S  view.      -  - 


SUBSIDIAEY  ARTICLES  OF  DIET — TEA  AND  COFFEE.  145 


the  contrary,  they  are  helpful  in  both  mental  and  physical 
exertions.  In  their  use  there  is  but  little  danger  of  excess. 
It  is  true  that  they  occasionally  disagree  with  certain  people, 
especially  if  taken  in  too  large  quantities ;  and  their  long- 
continued  misuse  may  cause  illness.  But  in  these  cases 
there  is  but  little  difficulty  in  inducing  the  people  so  affected 
to  abstain.  A  patient  who  is  recommended  seriously  to 
abstain  from  taking  too  much  tea  generally  does  so;  a 
patient  who  takes  too  much  alcohol  does  not  easily  give  it 
up.  A  man  rarely  becomes  the  slave  of  coffee  or  tea,  and 
excessive  drinking  of  tea  and  coffee  never  produces  a  state 
of  moral  irresponsibility,  nor  leads  to  the  commission  of 
crime. 

Tea  and  coffee  contain,  as  is  well  known,  an  active 
principle  common  to  both,  caffeine  or  theine,  which  is  closely 
related  to  xanthine,  a  crystalline  substance  rich  in  nitrogen, 
which  enters  in  small  quantity  into  all  our  tissues.  We 
shall  study  xanthine  in  connection  with  the  chemistry  of  the 
urine  (Lecture  XVI.).  Caffeine  is  xanthine  with  three  methyl 
groups  introduced  into  its  molecule,  and  it  can  be  artificially 
prepared  from  these  constituents.* 

It  is  a  very  remarkable  and  surprising  fact  that  people 
of  the  most  different  races,  in  all  parts  of  the  world,  have 
succeeded  in  discovering  caffeine  in  the  most  varied  plants. 
The  Arabs  found  it  in  the  coffee  bean ;  the  Chinese  in  tea  ; 
the  natives  of  Central  Africa  in  the  cola  nut  {Cola  acuminata) 
those  of  South  Africa  in  bush  tea,  the  leaves  of  a  variety  of 
Cyclopia;  the  natives  of  South  America  in  Paraguay  tea  {Ilex 
paraguayensis),  and  in  the  seeds  of  Paulinia  sorbilis,  a 
Brazihan  creeper.    This  fact  is  the  more  remarkable  as 
caffeme  can  be  detected  neither  by  its  taste  nor  smell.  Also 
mterestmg  is  the  close  relation  of  this  universally  prized 
luxury  to  one  of  the  constituents  of  our  tissues.   It  is  possible 
that  the  caffeme  molecule,  in  consequence  of  its  similar  con- 

*  Emil  Fischer,  Liebig's  Annal.,  vol.  coxv.  p.  253  :  1882. 
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„Ffir.;+T7  for  the  same  tissue  elements  in 

rt';:r';tct;::  -  — .... 

MrrZ;%  decoyed  in  t.e  tissues  of  ou.  .ody 
Bxperfrnts-  conducted  in  Dragendorfl' B  laboratory  rn  Dorpat 
LveTol  that  of  the  amount  of  caffeine  .hjch  «  ahsorf,ed 
rL  ...t  of  ordi.^.  ^  — ^^^^^^^^ 

:rrfr:  ;r:oV™: -r.  tea.>e;— pa.,  ^.o 
r^ine.  oa.eine  can  he  L-i 

caffeine  has  heen  ^^^^^^  f^^l  Yoitt  has  shown  by 
^  tir  ri  of  .tro^n  e  .eted  . 

— -  Of  action  Of  eaff^^^^^  ^—Cr^^: 
on  pharmacology,   to  addition  ^^^^^^.^ 

tea  contains  ^^^^  ^f^.^J^/o  coasting ;  hence  the 

substanceB  are  formed  as  the .^^tances. 
aifference  of  taste  and  action  o^b  ses 

A  substance  chemrcalty    lose^  ^^.^ 

.etron  to  — ^  ^trtwr-thyl  groups.  In  the 
theobromine,  a  xanthine  ^^^^ 

seeds  of  P*^"  °"  both  these  substances 

liked  in  South  America,  is  pieparea, 

Thierkorper,  nebst  Untersucbnngen  "^f  J^^^^  ^^^..^  ^.  ^ein  Verbalten  im  Tb.er- 
mlrt.  'Dorpat.  1884.  .Scbutzbwe  (  Das  Caffe 

korper ,"  Dissert.  :  Kouigsborg,  .  "^^^^p^Jred  in  tbe  urine.    Maly  and 

cSe'ously  injected  ^"""'^"^^'^  iWo" 

Andreascb  ("  S^"^;^,  f'^of  administered  internally  to  a  small  dog, 
May  :  1883)  found  tbat,  ot  U  1  grm 

0.066  reappeared  in  tbe -me  t^^,,,,,,,,,  des  Kaffees  und  der  Muskel- 
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aro  nnifced.  Filehne  *  has  recently  studied  the  action  of 
theobromine  on  muscle  and  on  the  central  nervous  system. 
He  has  arrived  at  the  interesting  result  that  the  chemical 
series,  caffeine  (trimethyl-xanthine),  theobromine  (dimethyl- 
xanthine),  and  xanthine  present  a  corresponding  series  in 
their  pharmacological  action.  A  monomethyl-xanthine  is 
at  present  unknown.  The  cocoa  bean  is  not  only  a  luxury, 
but  also  very  valuable  as  nutriment;  it  contains  half  its 
weight  of  fat,  and  in  addition  about  12  per  cent,  of  albumen. 
Chocolate  might  be  very  serviceable  for  military  purposes. 
It  is  hardly  possible  to  carry  food  in  a  more  concentrated 
form  than  in  chocolate. 

Bouillon  and  extract  of  meat,  which  is  bouillon  evapo- 
rated to  a  semi-solid  consistence,  afford  the  most  harmless 
subsidiary  aliments.  The  extractives  of  meat  do  not,  so  far 
as  is  known,  exert  the  slightest  narcotic  influence.  They 
act  entirely  on  taste  and  smell.  This  agreeable  effect  can 
hardly  be  overestimated,  but  we  must  guard  against  sup- 
posing that  meat  bouillon  possesses  a  strengthening  and 
nourishing  influence.  In  regard  to  this,  the  most  delusive 
notions  are  entertained,  not  only  by  the  general  public,  but 
also  by  medical  men. 

Until  quite  recently,  the  opinion  was  held  that  bouillon 
contamed  the  most  nutritive  part  of  meat.  There  was  a 
confused  idea  that  a  minute  quantity  of  material— a  plateful 
of  bouillon  can  be  made  from  a  teaspoonful  of  meat-extract- 
could  yield  an  effectual  source  of  nourishment,  that  the 
extractives  of  meat  were  synonymous  with  concentrated 
food. 

Let  us  inquire  what  substances  could  render  bouillon 
nutritious.  The  only  article  of  food  which  meat  yields  to 
boihng  water  is  gelatin.  It  is  well  known  that  albumen  is 
coagulated  on  boiling,  the   glycogen  of  meat  is  rapidly 


■  ■■  LEOTDBE  YIII. 

converted  into  sugar,  and  this  again  into  laotie  acid.  The 
quantity  of  gelatin  is,  moreow,  very  email ;  tor  a  ^ateij 
solution\,hich  contains  only  1  per  cent,  of  gelatxn,  coagulates 
on  cooling.    Such  coagulation  may  occur  in  very  strong 
soups  and  gravies,  tat  never  in  houiUon.  Bouillon,  therefore, 
conLns  much  less  than  1  per  cent,  of  gelatin    I-  P-P-^ 
extract  of  meat,  the  quantity  of  gelatm  is  reduced  as  much 
as  possible,  hecause  it  is  in  a  high  degree  hable  to  putrefactive 
changes,  a;d  therefore  liMy  to  interfere  with  the  preservation 
of  Z  preparation.    The  other  constituents  of  hounlon  are 
decomposition  products  of  food-stuffs-products  of  the  oxida- 
tions and  decompositions  which  take  place  in  the  animal 
orrnism    They  cannot  he  regarded  as  nutritious,  hecause 
ZyTre  no  longer  capable  of  yielding  any  kinetic  energy 
or- at  most  such  a  small  amount  that  it  is  of  no  importance 

"'tevTr'theless,  until  the  most  recent  times,  creatin  and 
creatil-  which  are  among  the  chief  constituents  of  meat- 
e^tracTwere  regarded  as  the  source  of  energy  in  muscle 
Thrlrtionwas  shown  to  be  untrue  by  the  researches  of 
Meaner    and  of  Yoit,:  who  proved  conclusively  that  crea  m 
Tud  cTeat  nin  are  excreted  in  the  urine  twenty-four  hours  after 
their  absorption  without  loss.   A  material  which  is  neithei 
v!d  nor  decomposed  cannot  form  a  source  of  energy, 
Irt  from  tie     tlat  the  quantity  of  creatin  and  creatimn 
apart  1™™ J''^  ^     ;       ^^^11  that  it  could  not 

which  IS  absorbed  m  bouillon  is  muscular 
possibly  be  seriously  regarded  as  the  source 

"Thas  further  been  asserted  that  the  addition  of  extract 
of  meat  Lcreases  the  nutritive  value  of  -J^able  '^^^^^^^^^^^^^ 
gives  the  latter  the  same  value  as  fresh  meat.   This  asseitio 

'Trt'irS:-!/.  ....  Me.   vol.  ..v.  ,  07:  1805,  v.l.  ..,1.  P- 
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has  also  been  refuted  by  Voit  and  his  pupils,*  who  have  shown, 
by  experiments  made  on  man  and  on  animals,  that  the  un- 
favourable conditions  of  assimilation  which  characterize 
vegetable  food  are  not  improved  by  the  addition  of  extract 
of  meat. 

Finally,  the  attempt  has  been  made  to  attach  a  value  as 
a  food  to  extract  of  meat,  in  consequence  of  the  considerable 
quantity  of  salts,  "nutritive  salts,"  which  it  contains.  But, 
as  I  have  already  explained  (p.  Ill),  there  is  no  lack  of  salts 
in  our  ffood,  but  always  an  excess.  Even  for  the  growing 
organism  there  is  only  one  inorganic  constituent  which  could 
be  deficient,  i.e.  carbonate  of  lime.  But  there  is  very  little 
lime  in  meat-extract;  the  ash  contains  only  0'23  per  cent. 
CaO.f  No  one  would  be  hkely  to  eat  more  than  30  grms.  of 
meat-extract,  which  represents  the  amount  obtained  from  1 
kgrm.  of  meat,  and  contains  only  0*015  grm.  of  lime— that 
is,  the  same  quantity  as  is  contained  in  10  c.cms.  of  cow's 
milk. 

We  must,  therefore,  conclude  that  meat-extract  is  only  a 
subsidiary  aliment.  It  is  asserted  even  at  the  present  time 
that  extract  of  meat  acts  in  the  same  stimulating  and 
refreshing  manner  as  tea  and  coffee  undoubtedly  do;  but 
up  to  this  date  no  direct  action  of  extract  of  meat  on 
muscles  or  nerves  has  been  proved.  The  only  investigation 
in  this  direction  is  due  to  Kemmerich,+  who  lays  stress  on  the 
large  amount  of  potassium  salts  contained  in  extract  of  meat, 
and  asserts,  as  the  result  of  his  experiments,  that  they  exert,' 
in  small  doses  a  stimulating,  in  large  doses  a  depressing! 
effect  on  the  function  of  the  heart.  He  therefore  warns 
agamst  immoderate  use  of  the  extract  of  meat. 

So  far  as  the  potassium  salts  are  concerned,  the  following 

zJJrf^B-'T^'^'f"^'''^''-  P-  1869;   and  C.  Voit 

Zeilsehr.  f.  Biolog.,  vol.  iv.  pp.  359,  360  :  1870. 

t  G.  Bunge,  Pfluger'a  Arch.,  vol.  iv.  p.  238  •  1871 
X  Kemmerich,  PflUger's  Arch.,  vol.  ii.  p.  49:  1869.' 
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is  really  the  case  *    The  stimulating  action  on  the  heart 
which  Kemmerich  observed  was  in  no  way  due  to  the  potas- 
sium salts,  but  simply  to  the  fact  that  he  used  rabbits  for  his 
experiments.     Being  very  timid  animals,  the  mjection  of 
almost  any  indifferent  substance,  such  as  a  solution  of  sugar, 
or  of  common  salt,  may  easily  produce  a  decided  increase  m 
the  rate  of  the  pulse.    The  mere  passage  of  the  stomach 
sound  is  sufficient  to  produce  this  effect.    By  large  numbers 
of  experiments  both  on  dogs  and  on  the  human  subject,  I 
have  convinced  myself  that  the  introduction  of  potassmm 
salts  into  the  stomach  is  never  foUowed  by  the  slightest 
increase  in  the  rapidity  of  the  pulse. 

The  paralyzing  influence  on  the  heart,  observed  by 
Kemmerich,  is  due  to  his  having  used  an  amount  of  potash 
salt  quite  out  of  proportion  to  the  weight  of  the  rabbit.  To 
give  a  rabbit  of  1000  grms.  body  weight,  5  grms.  o  potash 
salts,  is  the  same  as  giving  a  man  300  grms.    An  additional 
factor  in  the  case  of  a  rabbit  is  that  it  is  unable  to  vomit 
It  is  impossible  to  produce  any  influence  on  the  heart  of  the 
do^  since  an  excessive  dose  of  potassium  salts  is  promptly 
followed  by  vomiting.    I  have  found  by  numerous  experi- 
t  r  thai  the  ma^mum  dose  (about  12  grms.),  yhich  can 
Te  taken  without  causing  vomiting,  is  quite  without  mfluenc 
on  the  action  of  the  heart.    In  cases  where  poisonmg  has 
actually  ensued  as  the  result  of  overdoses  of  po  assium  salt 
death  has  been  due  to  a  gastro-enteritis,  and  not  to  any  effect 
.pon  the  heart.    Potash  salts  have  a  local  cauterizing  efif  t^ 
The  gastric  mucous  membrane  of  animals  into  v.hom  salts 
of  potassium  have  been  injected,  is  always  hyper^mic,  and 
metimes  marked  with  ecchymoses.    If  the  potassium  salts 
rglen  in  a  very  concentrated  form,  especiaUy  m  powdei, 
gastritis,  with  a  fatal  result,  may  be  produced. 

*  G.  Bunge,  ibid.,  vol.  iv  p.  235 : 1871 ;  ^^'^^^L^J 
1873.   Lebmann  has  receutly  contrmed  my  results  (see  Arcl,.  J.  nyy 

p.  249 :  1885). 
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Paralysis  of  the  heart,  caused  by  potassium  salts,  follows 
rapidly  if  the  solution  be  injected  directly  into  the  blood.  As 
the  result  of  my  own  experience,  I  have  convinced  myself  that 
when  0*1  grm,  KCl  is  injected  into  a  medium-sized  dog,  an 
almost  immediate  arrest  of  the  heart  follows.  Subcutaneous 
injection  of  potassium  salts  also  causes  cessation  of  the 
cardiac  beat.  But  paralysis  of  the  heart  is  never  preceded 
by  acceleration,  but  always  by  a  slowing  of  the  pulse. 

It  is  hardly  necessary  to  recur  to  experiment  in  order  to 
show  how  entirely  innocuous  salts  of  potassium  are  when 
taken  by  the  mouth ;  it  has  only  to  be  borne  in  mind  how 
large  a  quantity  is  constantly  consumed  with  vegetable  food. 
I  have  already  noticed  the  fact  that  a  man  who  lives  chiefly 
on  potatoes  absorbs  over  40  grms.  of  potash  salts  in  the 
course  of  a  day  (p.  121). 

The  potash  salts,  therefore,  which  occur  in  bouillon  cannot 
produce  any  effect  on  the  heart,  neither  small  doses  stimu- 
lating it,  nor  large  ones  paralyzing  it.  But  even  if  we 
could  admit  the  exciting  action  of  potassium  salts,  it  would 
be  difficult  to  see  why  we  should  take  bouillon  on  account  of 
the  potash  it  contains,  since  we  could  get  much  more  with 
almost  any  other  form  of  food.  Five  grammes  of  extract  of 
meat  will  make  a  plateful  of  bouillon,  and  they  only  contain 
0-5  grm.  potassium,  the  same  quantity  as  in  a  small  potato. 

We  see,  then,  that  the  only  experiment  which  has  been 
hitherto  attempted  to  demonstrate  the  stimulating  influence 
of  extract  of  meat  has  not  been  successful. 

^  It  has  frequently  been  asserted  that  the  organic  con- 
stituents of  meat-extract  exert  an  influence  on  the  muscular 
nervous  system,  but  never  on  sufficient  ground.  As  regards 
creatin  and  creatinin,  in  particular,  Voit  *  has  given  details ; 
he  found  that  6-3  grms.  creatin  and  8-6  grms.  creatinin 
given  to  a  dog  produced  no  symptoms  whatever.  More 

I     ^oo'  ".^n^^""  "^'^  Entwicklung  der  Lehre  von  der  Quelle  der  Muskel- 
kraft,  p.  39:  1870;  or  Zeitschr.f.  Biolog.,  vol.  vi.  p.  343:  1870. 
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recently  Kobert  *  has  endeavoured  to  demonstrate  an  action 
of  creatin  on  muscle.    The  experiments  were  conducted  on 
frogs,  and  excessive  doses  of  creatin  used ;  but  the  result  was 
ambiguous.    Human  muscle  could  hardly  be  influenced  by 
the  minute  quantity  (about  0-2  grm.)  of  creatin  contained  m 
an  ordinary  plateful  of  soup.    This  can  be  deduced  a  prion, 
quite  apart  from  the  observations  of  Yoit.     Our  muscles 
contain  about  3  per  1000  creatin.t     The  whole  muscular 
system  of  an  adult  man,  which  amounts  to  about  30  kgrms., 
contains  consequently  about  90  grms.    It  is  also  found  m 
the  nervous  system  and  in  the  blood.    With  regard  to  the 
small  quantity  of  creatin  which  is  taken  in  bouillon,  absorbed, 
and  at  the  same  time  rapidly  excreted  by  the  kidneys,  we 
are  uncertain  whether  it  ever  reaches  the  muscles  at  all. 
And  even  if  a  small  quantity  should  do  so,  it  can  hardly  be  of 
any  importance,  when  we  know  that  the  muscles  akeady 
contain  90  grms.  of  creatin. 

That  some  other  organic  constituent  of  meat-extract  may 
produce  an  effect  on  the  muscular  or  nervous  system,  must 
be  admitted  to  be  remotely  possible  ;  at  present  it  is  m 
no  way  proved.  We  know,  with  regard  to  bouillon,  abso- 
lutely no  more  than  that  it  tastes  and  smells  agreeably. 
This  fact,  however,  suffices  to  explain  all  the  "enlivening" 
and  "strengthening"  virtues  which  common  experience 
attributes  to  extract  of  meat  and  bouillon,  and  to  recommend 
them  as  valuable  subsidiary  articles  of  diet. 

*  Arch,  f.experim.  Path.  u.  Pharm.,Yo\.XY.  i^.5Q:  1882. 
+  Yv.  HofmL,  Zeitschr.  f.  Biolog.,  vol.  iv.  p.  82:  1868;  M.  Perls.  Deutsch. 
4rch  /•  Uin.  Med.,  vol.  vi.  p.  243 :  1869, 
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LECTUBE  IX. 

SALIVA  AND  GASTRIC  JUICE. 

We  liave  in  previous  chapters  become  acquainted  with  the 
various  food-stuffs,  and  we  must  now  trace  their  course 
through  our  bodies,  and  the  continuous  changes  which  they 
undergo. 

The  first  fluid  with  which  the  food  comes  in  contact  on 
being  introduced  into  the  alimentary  canal,  is  the  saliva,* 
which  is  well  known  to  be  the  secretion  of  three  larger  pairs 
of  glands,  and  of  the  small  glands  in  the  mucous  membrane 
of  the  mouth.    The  amount  of  saliva  formed  in  the  course 
of  twenty^four  hours  is  very  considerable,  and,  according  to 
an  approximate  estimate  of  Bidder  and  Schmidt,t  is  about 
1500  c.cms.    This  secretion  might,  therefore,  be  expected  to 
play  an  important  part  in  the  processes  of  digestion,  but 
it  has  not  yet  been  found  that  it  does  so.    The  saliva  has 
no  effect  on  most  articles  of  diet;  starch  alone  is  converted 
by  its  means  into  dextrine  and  sugar.    But  even  this  action 
18  very  mconsiderable;  it  is  nothing  compared  with  the  power- 
ful action  of  the  pancreatic  juice  in  breaking  up  starch.  The 
period  during  which  the  saliva  acts  is  of  very  short  duration. 

LZdl  11  Z^'  '^"'^  Heidenhain  thau  those  in  any  other 

fSments  S  '""i  investigations  are  among  the  most  important 

upon  thrchemlr  ^""^'^^'37.  But  these  works  have  thrown  no  light 
to'pass  the^ r"''r  '°  ^''""t^''"^-    I  "^^^-^^^^^  '^^-^  "  better 

ofrhysioJogy"^^^^^^     ''^        "''^       adequately  described  in  all  text-books 

Mitlumeipzig'?8?f  •         ^-^--g«-"e  und  dor  Stoffwechsel."  p.  14: 
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The  salivary  ferment  can  only  operate  fully  on  starch  under 
the  faintly  alkaline  reaction  which  belongs  to  normal  saliva. 
This  action  is  immediately  enfeebled  or  entirely  neutralized 
by  the  acid  gastric  juice.*  Thus  only  a  very  small  portion 
of  the  starch  consumed  is  split  up  by  the  salivary  ferment. 
But  the  saliva  of  some  mammals  has  not  even  this  slight 
action,  as  in  the  case  of  the  carnivora,  where,  for  teleological 
reasons,  it  might  be  expected  to  be  absent. 

As  saliva  is  very  abundantly  secreted  by  carnivora,  it  is 
apparent  that  the  decomposition  of  starch  is  not  its  mam 
function. 

It  was  hoped  that  by  extirpating  the  salivary  glands  ot 
dogs,t  and  then  observing  what  disturbances  took.^place  m 
consequence,  a  conclusion  might  be  arrived  at,  as  to  the 
importance  of  saliva.  No  prejudicial  effects  were  detected, 
although  it  was  remarked  that  the  dogs  drank  more  water 
than  usual  with  their  accustomed  and  carefully  regulated  diet. 

It  appears  that  the  saliva  is  chiefly  of  importance  from 
a  mechanical  point  of  view.    It  moistens  the  food  m  the 
mouth  and  prepares  it  for  the  act  of  swallowmg.    At  the 
same  time,  the  mouth  is  kept  clean  by  the  constant  secretion. 
If  particles  of  food  were  allowed  to  remain  in  the  mouth,  the 
acids  which  would  be  formed  as  the  result  of  their  decompo- 
sition, would  injure  the  teeth;  this  is  prevented  by  the  mouth 
being  continually  kept  moist  with  the  alkaline  saliva.  If 
this  view  of  the  use  of  saliva  is  correct,  we  should  expect  the 
salivary  glands  of  mammals  living  in  water  to  be  absent,  smce 
the  food  they  take  is  always  sufficiently  moist,  and  the  cavity 
of  the  mouth  is  constantly  being  washed  out  by  water,  ihis 
is  in  fact  the  case.    The  Cetacea  lack  salivary  glands  entirely, 
and  in  the  Pinnipedia  they  are  only  rudimentary. 

*  0  Hanmarsten,  Panum's  Report  in  the  Jahresherioht  uber  die  Leistungen 

'^^^faS-uSlE^^Jiti^-^^^^ 
Dissert. :  Giesseu,  1862. 
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In  the  stomach  the  nutriment  meets  with  a  second  secre- 
tion, the  GASTEic  JUICE,  distinguished  from  all  the  other  diges- 
tive fluids  by  its  acid  reaction.  This  acid  reaction  is  due 
to  the  free  hydrochloric  acid.  The  proof  of  this  was  furnished 
by  Carl  Schmidt.*  He  determined  the  exact  quantity  of  the 
chlorine  and  of  all  the  bases,  potassium,  sodium,  lime,  mag- 
nesium, oxide  of  iron,  and  ammonia.  The  result  was,  that 
after  allowing  enough  hydrochloric  acid  to  saturate  all  the 
bases,  a  quantity  remained  over  which  amounted  to  about 
2-5  to  4  grms.  in  1  litre.  Carl  Schmidt  determined,  in 
addition,  the  amount  of  free  acid  by  means  of  titration,  and 
obtained  almost  exactly  the  same  numbers  as  in  the  case  of 
the  determination  by  weight. 

If  we  now  inquire  into  the  signification  of  this  free  acid, 
we  find  that  most  writers  regard  it  as  subserving  the  digestion 
of  proteids.  Proteids,  and  gelatins  which  are  closely  allied 
to  them,  are  in  fact  the  only  articles  of  diet  which  are  altered 
by  the  gastric  juice.  They  are  changed  into  peptones,t  which 
are  distinguished  from  proteids  and  gelatins  by  the  fact  that 
they  no  longer  retain  their  colloid  properties,  are  no  longer 
coagulable,  are  more  readily  diffusible  through  animal  mem- 
branes, and  consequently  appear  particularly  suited  for 
absorption  into  the  blood.  This  peptonizing  action  is  attri- 
buted to  a  ferment  called  pepsin.J  Pepsin  is,  however,  only 
effectual  in  the  presence  of  a  free  acid.    Hence,  up  to  the 

A«  "''"^  Schmidt,  «  Die  Verdauuagssafte  und  der  Stoffweohsel,  '  pp.  44 

45:  Mitau  and  Leipzig,  1852. 

t  Tlie  nature  and  signifieation  of  the  peptones  will  be  discussed  later  on  (see 
J-iectures  X..  and  XII.).  ^ 

:  See  Lecture  X.  for  the  experiments  on  the  isolation  of  pepsin.  Besides 

arSsTs'im  '""^*^^V'"  ^^'■^"'^d'^d  in  the  gastric  juice, 

and  this  IS  sa  d  to  cause  the  coagulation  of  milk  iu  the  stomach.    Nothing  is  known 

hfr      '  ''f'T'''  ""'^"'^  °'  rennot-coagulation.    I  thoref,.:;  omit  2 

SstTflTu'f'^^^^^^^  vol.  ix.  pp.  363. 452:  1874)of  which  acompleL 

i  «  Pntr        1    w-  r  ^"'^'^  JaUresberieht  fur  TInerchemie.    "  Zur  Ken.itnisa 
LtZZrl,"'  T'  "^'^  Labfermentes  :  "  Upsala,  1877.    Alex.  Schnudt 

ac!:i7ofiLt;r''^^^ ^-  - 
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present  time  it  has  been  the  custom  to  regard  free  acid  as 
being  only  of  use  in  rendering  the  action  of  pepsin  possible. 

But  we  cannot  be  content  with  this  explanation  ;  we  know 
that  the  pancreatic  ferment  acts  even  more  energetically  than 
the  gastric  juice,  and  that  it  is  most  efficacious  when  the 
reaction  is  faintly  alkaline.    Why  should  the  gastnc  glands 
have  the  severe  labour  of  separating  free  hydrochloric  acid 
from  the  alkaline  blood,  if  the  organism  can  effect  its  purpose 
by  much  simpler  means-by  the  secretion  of  an  alkahne 
fluid  ?     The  free  acid  must  have  some  other  signification. 
At  the  present  day,  when  our  knowledge  of  putrid  fermenta- 
tion and  the  means  of  combating  it  has  bo  much  mcreased, 
and  when  we  have  found  that  free  mineral  acids  are  to  be 
counted  among  the  most  effectual  antiseptics,  it  is  not  un- 
reasonable to  attribute  this  function  to  the  free  hydrochloric 
acid  of  the  gastric  juice.     It  has  the  duty  of  kdhng  the 
micro-organisms  which  reach  the  stomach  with  the  food. 
These  would  otherwise  set  up  processes  of  decomposition  m 
the  alimentary  canal,  and  thus  destroy  a  part  of  the  food 
before  its  absorption,  whilst  the  products  of  decomposition 
would  produce  disagreeable  symptoms,  or  even,  as  a  cause  of 

disease,  endanger  life. 

N  Sieber  *  in  Nencki's  laboratory  m  Berne,  determmed 
the  strength  of  the  hydrochloric  acid  which  suffices  to  prevent 
the  development,  of  putrefactive  organisms  in  substances 
capable  of  putrefaction,  and  arrived  at  the  foUowmg  results. 

If  50  grms.  finely  chopped  meat  were  put  into  an  open 
flask  with  300  c.cms.  of  a  O'l  per  cent,  solution  of  hydrochloric 
acid  only  a  scanty  development  of  micrococci  and  baciUi 
L  k'  place  in  twenty-four  hours.  After  forty-eight  hours 
they  had  somewhat  increased,  and  on  the  third  day  he  fluid 
presented  a  distinctly  putrefactive  odour,  and  a  weakly  acid 

''^  When  the  experiment  was  made,  ceteris  parihm,  with  0-25 
*  N.  Sieber,  Journ.f.  praU.  Chem.,  vol.  xix.  p.  133  :  1879. 
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per  cent,  hydrochloric  acid,  isolated  non-motile  organisms 
were  not  found  till  the  seventh  day,  and  pronounced  forma- 
tion of  mould  not  until  the  ninth  day. 

In  a  third  experiment  carried  out,  ceteris  paribus,  with 
0*5  per  cent.  HCl,  "no  trace  of  putrefaction"  appeared 
until  the  seventh  day. 

Miguel  *  attained  the  same  result,  finding  that  from  0-2 
to  0-3  grm.  mineral  acid  was  sufficient  to  render  100  c.cms.  of 
bouillon  incapable  of  undergoing  putrefaction. 

In  the  gastric  juice  of  a  dog — obtained  from  a  gastric 
fistula,  and  from  which  all  admixture  with  saliva  had  been 
prevented  by  previous  ligature  of  all  the  salivary  ducts— 
C.  Schmidt  t  found  in  eight  analyses,  from  0-25  to  0*42  per 
cent.  HCl,  the  mean  of  the  eight  analyses  being  0-33  per 
cent.  Heidenhain  %  found  in  the  secretion  of  the  glands  of 
the  cardiac  end  of  the  stomach,  §  by  means  of  titration  in 
thirty-six  cases,  from  0*46  to  0-58,  as  a  mean  0*52  HCl 
per  cent. 

In  Hoppe-Seyler's  laboratory,  f|  the  free  acid  contained 
in  the  undiluted  gastric  juice,  obtained  from  a  man  by  the  aid 
of  the  stomach-pump,  was  determined ;  0-3  per  cent.  HCl 
was  found. 

"We  thus  arrive,  then,  at  the  striking  result,  that  the 
quantity  of  free  hydrochloric  acid  in  the  gastric  juice  exactly 
corresponds  to  the  quantity  which  is  necessary  to  prevent  the 
development  of  putrefactive  organisms.  This  coincidence 
cannot  be  accidental. 

It  might  be  objected  to  this  that  the  gastric  juice  is  diluted 
by  the  saHva  and  the  food.  On  the  other  hand,  it  must  be 
remembered  that,  owing  to  the  constant  peristaltic  action  of 

*  Miquel,  "Centralblatt  f.  allgem.  Gesundheitspflege,"  vol.  ii.  p.  403:  1884. 
t  Bidder  and  Schmidt,  loc.  cit,  p.  61. 
-  i  Heidenhain,  Pfluger's  Arch.,  vol.  xix.  p.  153  •  1879 

later  orCseTp^  166).  ^'""^         ^'^'"''^^  ^'^^  ^° 

II  Diouys  Szabd,  Zdtschr.f.  phya.  Chem.,  vol.  i.  p.  155 :  1877. 
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the  stomach,  different  portions  of  its  contents  are  constantly 
being  brought  into  contact  with  the  secreting  wall,  and  con- 
sequently into  contact  with  hydrochloric  acid  of  the  strength 
requisite  to  kill  bacilli.  In  fact,  under  normal  conditions, 
pronounced  putrefactive  decomposition  never  occurs  in  the 
stomach.  But  if,  under  pathological  conditions,  the  secretion 
should  be  interfered  with,  the  processes  of  fermentation  and 
decomposition  may  reach  a  very  high  degree. 

The  antiseptic  action  of  the  gastric  juice  was  noticed  more 
than  a  hundred  years  ago  by  Spallanzani.*   He  found  that  by 
moistening  meat  with  gastric  juice  he  could  prevent  decom- 
position for  many  days.    But  when,  ceteris  paribus,  water 
was  used  instead  of  gastric  juice,  an  unbearable  putrid  odour 
was  speedily  developed.    A  snake  had  swallowed  a  lizard. 
After  sixteen  days  Spallanzani  opened  the  stomach;  the 
lizard  was  half  digested,  but  gave  no  odour  of  decomposition. 
Spallanzani  even  observed  that  the  gastric  juice  not  only 
prevented  decomposition,  but  stopped  putrefaction  which  had 
already  begun.    He  found  that  when  decomposmg  meat  was 
introduced  into  the  stomachs  of  various  animals,  it  lost  its 
putrefactive  character  after  a  time,  and  particularly  its  putrid 

°  °r  strong  point  in  favour  of  the  view  that  the  antiseptic 
action  of  the  gastric  juice  constitutes  its  chief  importance  is 
found  in  the  fact,  that  in  a  whole  series  of  the  lower  ammals 
the  commencement  of  the  alimentary  canal  secretes  a  fluid 
verv  rich  in  mineral  acid,  but  containing  no  ferment,  and 
having  no  special  action  on  the  food.  This  important  fact 
Ls  first  noticed  by  the  zoologist  Troschel.f    He  was  making 

'''' ,fXZ^Tjy^6{oSZ^  example  of  impartial  investigation, 
recommended  to  y°""f  ^^j/,,  leis^j,  and  the  purest  enjoyment  of  truth 
logical  c^^^-;"^  f^etu  iS  are  viMhle  in  all'spallanzani's  other  .ork. 
'^'TZJ^'Zler^aoJ.  AnnaL,  vC.  .ciii.  p.  614:  1854;  or  Journ.  J. 
praM.  Chem.,  vol.  Ixiii.  p.  170 :  lb54. 
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a  scientific  journey  with  his  teacher,  Johannes  Miiller,  and 
whilst  in  Messina  he  examined  a  large  species  of  mollusc  which 
is  there  found  in  the  sea,  the  Dolium  galea.    It  so  happened 
that  one  of  these  creatures,  whilst  being  examined,  suddenly 
ejected  from  its  mouth  a  stream  of  clear  fluid,  which  fell  on 
the  floor.    The  latter  was  covered  with  marble,  and  the  fluid 
at  once  caused  a  violent  ebullition  of  carbonic  acid.  Troschel 
collected  a  large  quantity  of  this  secretion  from  a  number  of 
these  molluscs.    The  weight  of  one  of  the  molluscs  amounted 
to  from  1  to  2  kgrms.,  and  the  two  large  glands  which  pour  the 
acid  fluid  into  the  mouth,  and  are  hence  designated  salivary 
glands  by  zoologists,  weigh  together  from  80  to  150  grms. 
On  grasping  the  proboscis  of  the  animal  by  its  trumpet-like 
enlarged  end,  the  secretion  is  ejected,  and  can  be  collected  in 
a  vessel.    The  quantity  was  very  small,  but  amounted  in  one 
case  to  fully  6  loth  *  Prussian  weight.    It  was,  therefore,  easy 
to  coUect  a  quantity  sufiicient  for  investigation. 

Troschel,  on  his  return  to  Bonn,  made  over  the  whole  of 
the  secretion  to  the  chemist  Boedeker,  for  analysis.   It  struck 
Boedeker  at  once  that  the  fluid  displayed  no  trace  whatever 
of  putrefaction  or  fermentation,  or  of  mouldiness,  although  it 
had  been  kept  for  half  a  year  in  a  stoppered  bottle,  and  that 
it  had  no  smeU.    The  analysis  yielded  so  large  a  quantity  of 
sulphuric  acid,  that  after  saturation  of  all  the  bases  present, 
potassium,  sodium,  magnesium,  a  little  ammonia,  and  a  trace 
of  lime,  there  still  remained  2-7  per  cent.  H^SO^.    In  addition, 
the  secretion  contained  0-4  per  cent,  of  hydrochloric  acid' 
These  results  of  Troschel  and  Boedeker  were  confirmed  by 
Pancen  and  De  Luca.f    They  found  in  three  analyses  of  the 
saliva  of  Dolium  galea,  3-3,  3-4,  4-1  per  cent,  of  free  sulphuric 
acid.    They  also  proved  the  presence  of  secretions  containing 
free  sulphuric  acid  in  another  species  of  mollusc. 

In  more  recent  times,  the  saliva  of  Dolium  galea  has  been 
*  A  "  loth  "  is  half  an  ounce.— Ed. 

t  S.  de  Luca  and  P.  Panceri,  Compt.  rend.,  t.  Ixv.  pp.  577,  712 :  1867. 
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examined  by  Maly.*  He  has  determined  the  sulphm-ic  acid 
by  titration,  and  found  0-8  and  0-98  per  cent.  m  two 

determinations.  The  secretion  had  no  digestive  influence  on 
any  article  of  food.    Proteid  and  starch  remamed  totally 

unchanged.  .    .  1.  „ 

Fredericqt  found  that  the  salivary  glands  m  the  octopus 
had  an  acid  reaction.    The  extract  of  these  glands  had  no 

digestive  influence. 

We  must  now  ask  how  this  remarkable  phenomenon,  the 
secretion  of  the  strongest  free  mineral  acids  from  the  alkahne 
tissues,  is  to  be  explained.  n  „ 

That  the  tissue  of  the  gastric  mucous  membrane  does,  as 
a  matter  of  fact,  give  an  alkaline  reaction,  has  been  shown  by 
Brucket  by  the  following  experiment.  He  removed  a  strip 
of  the  muscular  coat  from  a  rabbit  recently  killed,  and  then, 
with  curved  scissors,  cnt  out  a  piece  of  the  parenchyma 
of  the  glands  without  quite  touching  the  mternal  _  surf  ace  of 
the  mucons  membrane.  The  fragment  thus  obtamed  could 
be  crushed  between  blue  litmus  paper  without  causmg  a  red 
spot,  whilst  this  was  produced  at  once  on  contact  with  the 

'""'Te  for  the  formation  of  the  hyd^o^loric 

in  the  gastric  glands  is  undoubtedly  yielded  by  the  blood  m  the 
form  of  chloride  of  sodium,  which  forms  the  chief  con- 
stituent of  the  ash  of  the  blood-plasma  and  of  ly-P^- 
nevertheless  carbonate  of  soda  is  contamed  m  both  blood  and 
Zpt  which  have,  in  consequence,  an  alkahne  reaction 
then,  is  the  hydrochloric  acid  set  free  from  the  sodium 
Ohio  ide  of  the  alkaline  plasma?    Two  suppositions  alone 
areTossible.    Either  the  hydrochloric  acid  is  separated  f  om 
th   sodium  by  the  aid  of  some  kinetic  energy,  or  the  hydio- 
rJc  acid  is  driven  from  its  base  by  another  acid J» 

7,.r  ^  h  Mad  d.  Wissensch.  Mathem.  naturw.  Classc, 
*  Maly,  Sitzuvgsber.  d.  k.  »•  .  ^ggo. 

I  Brucke,  Sitzungsher.  d.  Wten.  Mad.,  vol.  sxxvu.  p. 
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regard  to  the  first  possibility,  we  are  only  acquainted  with 
one  kind  of  kinetic  energy  which  is  able,  outside  the  organ- 
ism, to  separate  hydrochloric  acid  from  an  aqueous  solution 
of  chloride  of  sodium,  and  that  is  the  electric  current. 
There  was  a  period  in  the  development  of  physiology  when 
a  tendency  existed  to  ascribe  anything  which  could  not  be 
understood  to  electricity.     It  was  then  thought  that  the 
appearance  of  free  hydrochloric  acid  in  the  gastric  juice 
could  be  explained  by  the  supposition  of  electrical  currents 
m  the  gastric  glands.    But  at  the  present  day  this  view  is 
hardly  entertained;  neither  are  there  any  valid  grounds  for 
its  adoption. 

With  regard  to  the  second  supposition,  the  displacement 
ot  the  hydrochloric  acid  by  another  acid,  there  was  till 
recently  a  prejudice  against  it,  since  it  was  thought  that  an 
acid  could  only  be  displaced  by  a  stronger  acid.    The  ques- 
tion IS  whether  this  opinion  is  well  founded,  and  what  we 
mean  by  the  terms  weaker  and  stronger  acid.    The  most 
plausible  definition  is  obviously  the  following:  of  two  acids, 
he  one  which  requires  a  greater  expenditure  of  energy  to 
eparate  it  from  the  same  base,  and  which,  on  reuniting  pro- 
duces more  energy,  is  the  stronger.    In  this  sense,  as  p;oved 
by  calorimetric  experiments,  sulphuric  acid  is  stronger  than 
thettt  T  -id  than  lactic  af^  and 

From  "  T    "  «^-4r. 

more  heat  is  used  up  in  the  separation  of  the  soda  from  th^ 

vols,  c^xxvfinxmi!':'^!^^^^^^^^  UntersucLungen,"  PoggendoriTs  Annul., 
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sulphuric  acid  than  is  produced  by  its  union  with  hydro- 
chloric acid.   With  the  aid  of  the  calorimeter,  it  is  possible 
to  follow  these  experiments  quantitatively  w>  h  exao  ness. 
Prom  the  known  amount  of  heat  produced  by  the  nmon 
of  hydrochloric  acid  and  sulphuric  acid  with  B»i>™' 
from  the  diminution  of  temperature  observed  when  hydro 
chloric  acid  acts  on  a  solution  of  sulphate  of  -i;™.;*  ^"^ 
be  exactly  calculated  how  much  sulphuric  acid  is  displaced 
Z  the  hydrochloric  acid.    Thomson  found  that  when  equiva^ 
?ent  quantities  of  hydrochloric  acid  and  BulP^^'^. "  /".^  ^ 
.eact  upon  one  another,  the  hydrochloric  -'4  ""'-tae  mtl 
two-thirds  of  the  sodium  present,  leaving  only  one-third  to  the 
sllphuric  acid.    The  weaker  acid  takes  up  twice  as  much  a 
the  stronger.    Strength,  as  deaned  "^'^ 
determining  factor.   We  are  --P-^'f  *^ f™;.  ""^^  ^ 
of  the  different  strengths  of  chemical  aifinity.  and  Thomsen 

Ms  introduced  the  term  "  avidity  "  to  express  tl^«  '^^ 
avidity  of  hydrochloric  acid  is,  therefore,  twice  as  gieat  as 
that  of  sulphuric  acid.  , 

Thomson  found  the  avidity  of  orgamc  ''"f 
less    The  avidity  of  oxalic  acid  is  four  times  less  than  tha 
of  hydrochloric  acid;  that  of  tartaric  acid  twenty  times,  tha 

0  ac'etic  acid  thirty-three  times,  less    If,  ^f^'^^lZ  fe^ 
quantities  of  acetic  acid,  hydrochloric  acid  and  sod  mm  ea 
upon  one  another  in  an  aqueous  solution,  the  acetic  acid  takes 

1  of  the  total  sodium;  the  hydrochloric  M-  1"°™™' 
L*ore  than  one  equivalent  of  acetic  acid  react  upon  one 
rrvalent  of  hydrochloric  acid  and  one  equivalent  of  sodium 
r :tan  A  of  the  sodium  unites  with  the  acetic  acid  an 
the  further  increase  will  be  in  proportion  to  the  gieate 
Hunt  of  acetic  acid  present.    This  phenomenon  is  U^o^ 
1„  the  name  of  the  "  inauenoe  of  mass.     By  the  inaueuce 

r    „srarids  of  the  weakest  avidity  are  able  to  unite  with 
of  mass,  acids  ot  t  ^^^^^^  ^^.^.^^^ 

the  ba-»  ';''LT  Even  carbonic  acid,  feeble  as  it  is, 
acid  has  an  avidity  —  u.  j^v 
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must  be  able,  by  the  influence  of  mass,  to  displace  a  part  of 
the  strongest  acid. 

Pinally,  we  must  suppose  that  even  the  weakest  acid, 
water,  may  displace  a  part  of  the  strongest  from  their  salts! 
If  we  dissolve  neutral  chloride  of  sodium  in  water,  there  will 
be,  in  addition  to  the  chloride  of  sodium,  a  small  trace  of 
HCl  and  NaOH  contained  in  the  solution.    In  the  case  of 
certain  metallic  salts,  which  form  basic  salts,  soluble  with 
difficulty,  the  action  of  water  in  displacing  the  strongest 
mmeral  acids  can  be  easily  demonstrated.    If  we  dilute  a 
solution  of  nitrate  of  bismuth  with  water,  the  basic  salt  is 
precipitated,  and  we  find  free  nitric  acid  in  solution.    In  this 
case  the  mass-influence  of  the  feeble  acid  is  aided  by  the 
affinity  of  the  strong  acid  for  water. 

The  displacement  of  strong  mineral  acids  by  weak  organic 
acids  may  be  shown  in  other  ways  than  the  thermo-chemical. 
Maly  mtroduced  into  the  lower  portion  of  a  tall  cylinder 
a  solution  of  common  salt  and  lactic  acid,  and  carefully 
poured  water  upon  it.  After  a  considerable  time,  the  upper 
stratum  was  removed  and  analyzed.  It  was  found  to  con- 
am  more  chlorine  than  was  sufficient  to  saturate  the  sodium 

If  we  take  these  facts  into  consideration,  there  is  nothing 

^Zl  lZ     Jl  '''''  --tains  free 

ttul  1;     "''^      ^^'"^^^^  the  power 

chl  ide  of    r  hydrochloric  acid  from  the 

u  as':   : r^""^  i-perceptlble, 

the  carbonic  ac^  bv  its  ?     T  "''  '^^^^^^ 

another  smalUmount  of  rr^n"""'  '''' 
Th.vo  •   \r^^°''''*  °^  hydrochloric  acid,  and  so  on. 

Iheie  IS,  therefore,  nothing  extraordinary  in  the  occur- 

-*  ^'^^''S''  vol.  d^^ni.  pp.  250-257:  1874. 
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rence  of  free  hydrochloric  acid.    But  what  is  enigmatical  is 
the  power  epithelial  cells  possess  of  directing  the  hydrochloric 
acid,  liberated  from  the  chloride  of  sodium,  always  m  the 
one  direction  towards  the  excretory  duct  of  the  gastric  glands 
and  the  carbonate  of  sodium  formed  from  the  carbomc  acid 
always  in  the  opposite  direction,  back  towards  the  lymph  and 
blood-vessels.    But  this  enigma  confronts  us  everywhere  m 
living  tissue.    Each  cell  has  the  power  of  attractmg  or  re- 
jecting different  materials,  according  to  the  object  they  are 
destined  to  fulfil,  and  of  forwarding  them  in  different  direc- 
tions.* ^      ^  •  L\^^ 

It  is  therefore,  no  fresh  problem  that  confronts  us,  m  the 
attempt  to  explain  the  occurrence  of  free  hydrochloric  acid 
in  the  gastric  glands,  and,  in  fact,  "  every  explanation  of  the 
phenomena  of  nature  consists  in  referrmg  an  apparently 
fresh  difficulty  back  to  old  and  well-known  problems 

The  mass  action  of  carbonic  acid  appears  also  to  liberate 
the  mineral  acids  in  the  salivary  glands  of  Dolnun  galea. 
De  Luca  and  Panceri  observed  that  a  strong  current  of  gas- 
bubbles  arose  from  the  glands  when  they  were  cut  up  and 
Tmersed  in  water.    The  gas,  being  completely  absorbed  by 
XT  was  therefore  pure  carbonic  acid.    A  gland  weighmg 
fgfms  produced,  when  covered  with  water  200  c.cm.  o 
carbonic  acid,  or  nearly  three  times       volume  B^^^^ 
likewise  be  remembered  that  the  surroundmg  flmd  letamed  a 
ridlue  quantity  of  carbonic  acid,  and  that  ^^^^^^^^^^^^ 
itself  remained  saturated  with  carbomc  acid.    Thus  a  leas 
four  times  its  volume  of  carbonic  acid  was  absorbed  in  the 
rr  As  water  at  an  ordinary  temperature  absorbs  from 
'    atmotphere  of  pure  carbonic  acid  its  equal  volume  of 
"  bont  add  we  must  conclude  that  the  carbonic  acid  m 
carbonic  acid  w         more  than  fourfold  atmospheric  pres- 
*'\'^:fwrrt^—        the  carbonic  acid  was  in  par 
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carbonic  acid  which  would  prevent  the  escape  of  the  gas  from 
the  gland,  would  help  to  decide  this  question. 

It  is  quite  possible  that  much  carbonic  acid  is  also 
liberated  in  the  epithehal  cells  of  the  gastric  glands,  either 
by  a  fermentative  process  or  by  the  oxidation  of  organic 
compounds. 

At  the  same  time,  we  are  not  obliged  to  ascribe  the  dis- 
placement of  the  strong  mineral  acids  to  the  most  feeble  acid, 
carbonic  acid.    It  is  quite  conceivable  that,  in  the  epithelial 
cells  of  the  glands,  organic  acids  may  be  liberated  by  the  action 
of  ferments  from  neutral  organic  compounds ;  for  instance, 
lactic  acid  from  neutral  sugar,  which  is  invariably  a  con- 
stituent of  blood-plasma  and  of  lymph.    It  is  even  possible 
that  the  strongest  mineral  acid,  sulphuric  acid,  may  be 
liberated,  by  a  fermentative  action,  directly  from  a  neutral  • 
compound  of  sulphur,  as,  for  instance,  from  proteid.  That 
this  IS  possible  may  be  seen  from  an  example  in  organic 
chemistry -I  mean  the  decomposition  of  a  glucoside 
myronic  acid.  ' 

The  potassium  salt  of  myronic  acid,  a  neutral  compound 
sphts  up  by  the  action  of  a  ferment  into  sugar,  allyl  mustard 
oil,  and  bisulphate  of  potash,  which  latter,  Graham*  has 
shown,  at  once  decomposes  in  an  aqueous  solution  into  free 
sulphuric  acid  and  neutral  sulphate  of  potash.  Besides  this, 
^ree  s,  pH,nc  acid  might  also  be  oxidation  Jrom 

neutral  organic  sulphuric  compounds. 

At  present  we  do  not  know  by  which,  of  all  these  conceiv- 

glairr"'  '^''^  -  liberated  In 

fo  ^t:   T^^^^^^^^  these  possibilities 

explanation  '  '~  *°  electricity  for  an 

*  Graham,  Liebi^V/lM^in?  „„i  ^ 
with  bisulphate  of  lottZl:  1^      J'  l     '  ^"  experiment 

to  the  acid  salt.  andVlTt    iraTsn  f  ^'"'"^^'^  ^'^"'^  corresponded 

diffusion  cell.  «"JP'"*''>     potassium  crystallized  out  iu  the 
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The  secretion  of  the  free  hydrochloric  acid  does  not 
occur  in  all  glands  of  the  gastric  mucous  membrane.  The 
mucous  membrane  in  the  region  of  the  pylorus,  which,  even 
with  the  naked  eye,  can  be  distinguished  by  its  pale  colour 
from  the  rest  of  the  membrane,  yields  an  alkaline  secretion 
which  only  contains  pepsin.  The  glands  of  the  rest  of  the 
membrane  yield  an  acid  secretion  which  contains  pepsm  as 
well  as  free  acid.  This  was  shown  to  be  the  case  by  Kle- 
mensiewicz  *  and  Heidenhaint  by  the  following  method  :- 

By  an  incision  in  the  linea  alba  of  a  dog  that  has  been 
fastina  from  thirty^six  to  forty-eight  hours,  the  stomach  is 
drawn  out  by  two  parallel  incisions,  avoiding  the  large  blood- 
vessels, the  pylorus-zone  is  cut  out,  the  two  edges  of  the 
resected  stomach  are  sewn  together,  and  the  organ  thus 
reduced  in  size  is  replaced.    Then  the  excised  pylorus  is 
sewn  together  at  one  end  to  form  a  sac,  while  the  other  end 
is  sewn  into  the  abdominal  wound.    By  the  careful  use  of 
antiseptics  in  the  treatment  of  the  wounds,  and  by  abstinence 
from  food  during  the  following  days,  the  animals  are  kept 
alive  after  this  severe  operation.    Heidenhain  was  able  to 
observe  one  of  the  dogs,  that  he  had  experimented  upon,  for 
ten  weeks.     The  tough,  slimy,  clear  fluid  secreted  m  the 
isolated  pylorus  invariably  gave  an  alkaline  reaction,  and,  on 
the  addition  of  O'l  per  cent,  of  hydrochloric  acid,  produced  a 
peptonizing  action  on  albumen.    As  dilute  hydrochloric  acid 
by  itself  cannot  convert  proteids  into  peptone  at  the  tempera- 
ture of  the  body,  we  must  assume  that  the  pyloric  secretion 

contains  a  ferment. 

In  a  similar  method  to  that  adopted  for  the  pylorus, 
Heidenhain  isolated  a  rhombic  portion  of  the  fundus  of  the 
stomach,  converted  it  into  a  sac,  and  attached  the  open  end 
to  the  abdominal  wound.    A  dog  thus  operated  upon  was 

*  Budolf  Klemensiewicz,  SU.ungsJ>cricMe  dcr  Wiener  Mad.,  Math.  nat.  Cksse, 
1879. 


THE  FUNCTIONS  OF  THE  STOMACH.  167 


observed  for  five  weeks.  The  secretion  collected  from  the 
abdominal  wound  always  possessed  an  acid  reaction,  and 
manifested  a  pronounced  peptonizing  influence,  showing  that 
it  also  contained  pepsin. 

Still  further  progress  has  been  made  in  determining 
exactly  where  the  hydrochloric  acid  first  originates,  and 
special  cells  of  the  gastric  glands,  the  so-called  border-cells, 
are  regarded  as  its  place  of  origin.  The  reasons  which  are 
adduced  in  favour  of  this  conclusion  are  by  no  means  con- 
vincing ;  but  it  would  lead  me  too  far  to  consider  the  whole 
question  in  detail.* 

Since  it  is  possible  to  keep  an  animal  aHve  after  resection 
of  the  pylorus,  the  question  arises  as  to  whether  the  whole 
stomach  might  not  be  removed  without  destroying  hfe.  Such 
an  operation  would  be  likely  to  give  us  much  information 
concerning  the  true  importance  of  the  stomach. 

Czerny,  the  eminent  surgeon,  and  his  assistants,  Kaiser 
and  Scriba,  carried  out  this  operation  on  dogs.    In  the  year 
1878,  Kaiser  t  published  the  result  of  the  operations,  and 
communicated  the  facts  that,  of  the  dogs  in  which  the 
stomach  had  been  almost  completely  removed,  one  had  sur- 
vived three  weeks,  another — operated  on  December  22,  1876 
—was  still  Uving.    At  first  the  animals  were  only  fed  on  very 
small  quantities  of  milk  and  pounded  meat,  as  otherwise 
vomiting  ensued.     The  second  dog,  after  a  two  months' 
interval,  required  no  further  care,  and  ate  ordinary  food  like 
the  other  dogs.    The  weight  of  the  dog  before  the  operation 
was  5850  grms. ;  after  the  operation  it  fell  to  4490  grms.  by 
January  22,  but  then  increased  again  till  it  amounted  to 
7000  grms.  on  September  10. 

In  Leipzig,  in  the  year  1882,  Ludwig  and  his  pupil  Ogata+ 

Binlo^i^^nr*  °°       l"^^'^'"'^  is  i°       chapter,"  Phy- 
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were  engaged  in  investigating  the  functions  of  the  stomach. 
It  occurred  to  them  that  it  would  be  interesting  to  learn  what 
had  become  of  Czerny's  dogs.    Ludwig  wrote  to  Heidelberg, 
to  Czerny,  who  answered  by  sending  the  dog  in  a  perfectly 
healthy  state  to  Leipzig.    It  was  in  excellent  spirits,  and 
ate  all  kinds  of  food  with  a  keen  appetite.    The  faeces  were 
normal.     In  consequence  of  the  abundant  food  it  put  on 
weight,  and  it  did  not  appear  to  differ  in  any  way  from  an 
ordinary  dog.    With  Czerny's  consent,  the  dog  was  killed  in 
the  spring  of  1882.    "  The  post-mortem  showed  that  only  a 
very  small  portion  of  the  cardiac  end  of  the  stomach  re- 
mained, and  this  was  dilated  into  a  small  cavity  filled  with 
food."    The  dog  had  therefore  lived  for  more  than  five  years 
without  a  stomach. 

Ludwig  and  Ogata*  adopted  another  way  of  excluding 
the  stomach  from  participation  in  the  functions  of  digestion, 
and  of  observing  what  variations  from  the  normal  course  of 
events  were  then  produced.  They  introduced  the  food 
directly  into  the  duodenum,  by  means  of  a  fistula  which 
had  been  established  close  to  the  pylorus,  and  then  closed  the 
pylorus  by  means  of  a  gutta-percha  ball  provided  with  a  long 
tube  which  projected  from  the  fistula,  and  by  means  of  which 
the  ball  could  be  so  filled  with  water  that  the  passage  from 
the  stomach  to  the  duodenum  was  completely  cut  off. 

In  this  way  it  was  possible  to  introduce,  at  one  time,  very 
large  quantities  of  food,  such  as  pounded  egg  and  minced 
meat  into  the  duodenum  without  causing  any  disturbance. 
Two  'injections  per  diem  were  sufdcient  to  maintam  the 
animal's  weight.  The  food  was  almost  completely  used  up, 
and  the  fsces  exhibited  normal  characters,  such  as  are 
observed  in  feeding  by  mouth.  The  only  exception  was,  that 
sometimes  the  connective  tissue  of  the  food  was  not  quite 
BO  completely  absorbed  as  is  normally  the  case.  It  was,  how- 
ever, not  a  matter  of  indifference  whether  the  food  was  pre- 

*  M.  Ogata,  loo.  oit.,  p.  91. 
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viously  cooked  or  not.  For  instance,  minced  meat  was  only 
completely  absorbed  if  given  raw.  If  administered  after  it 
had  been  boiled,  it  was  ejected  per  anum  a  few  hours  later, 
but  little  or  entirely  unaltered.  Minced  pork  behaved  in  an 
opposite  way,  and  was  more,  completely  digested  after  having 
been  lightly  boiled  than  when  given  raw. 

Ludwig  and  Ogata  conclude  from  their  observations  that 
the  stomach  is  not  necessary  to  satisfy  the  requirements  of 
digestion,  either  as  a  reservoir  of  food  or  to  produce  the 
gastric  juice. 

No  experiment  was  made  in  which  a  dog,  after  removal 
of  the  stomach,  was  fed  by  the  direct  introduction  into  the 
intestine  of  putrid  meat,  a  diet  which  agrees  very  well  with 
normal  dogs.    The  chief  function  of  the  stomach  would  at 
once  have  been  evident  had  this  been  done. 
^  ^  The  antiseptic  powers  of  the  gastric  juice  have,  like  most 
thmgs,  a  hmit.    Certam  bacteria,  and  among  them  patho- 
genic organisms,  exhibit,  especially  in  their  spore  stage,  such 
a  resistance  to  chemical  agents  that  the  hydrochloric  acid  of 
the  stomach  does  not  kill  them.    Thus  Falk  *  observed  that 
the  tubercle  bacillus  was  not  acted  upon  by  gastric  juice. 
Anthrax  virus,  taken  from  the  spleen  of  animals  which  had 
died  of  splenic  fever,  was  rendered  inert  both  by  gastric  juice 
and  by  a  O'U  per  cent,  solution  of  hydrochloric  acid.  The 
spores  of  anthrax  bacilli  were  as  a  rule  not  affected  by  dilute 
hydrochloric  acid  or  gastric  juice,  though  they  were  in  a  few 
cases    These  statements  have  been  fully  confii-med  by 
rrank.f  ^ 

The  comma  bacillus,  which  is  said  to  cause  cholera, 
IS  very  easily  killed  by  dilute  hydrochloric  acid.  In  conse- 
quence. It  IS  not  possible  to  infect  animals  by  administration 
of  the  comma  bacillus  by  the  mouth.  But  it  is  possible  some- 
times  to  excite  attacks  resembling  cholera,  by  injecting  pure 

I  ^^''^k'  Vii;°h"W8  Arch.,  vol.  xoiii.  p.  H7:  1883. 
T  *  lauk,  l>euUche  med.  Wachemch.,  No.  24 :  1884. 
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cultivations  of  this  bacillus  into  the  small  intestine,  or  into 
the  stomach,  after  previously  washing  out  the  organ  with 
Boda  solution.*    The  bacteria  which  produce  lactic  and  butyric 
fermentation  appear  to  be  more  resistant  to  hydrochloric  acid  ; 
at  any  rate,  they  are  found  very  frequently,  probably  always, 
in  the  human  intestine,!  and  after  eating  carbohydrates,  a 
small  amount  of  lactic  and  butyric  acids  is  probably  always 
found  in  the  stomach.    It  has  often  been  asserted  that  this 
decomposition  is  produced  by  unorganized  ferments,  but  it 
has  never  been  strictly  proved.$    In  the  normal  fsces  of  man, 
other  species  of  bacteria  are  constantly  found ;  §  but  at 
present  it  is  uncertain  whether  they  get  there  by  the  stomach 

or  by  some  other  way. 

In  pathological  conditions,  as  in  so-called  catarrh  of  the 
stomach,  when  the  secretion  of  free  hydrochloric  acid  is  sup- 
pressed, and  the  amount  of  alkaline  mucus  yielded  by  the 
surface  of  the  stomach  is  increased,  the  reaction  may  mdeed 
become  alkaline,  and  then  all  sorts  of  bacteria  are  able  to 
grow  luxuriantly.il     Lactic  and  butyric  acids  especially  are 
formed  in  abundance.    The  presence  of  acetic  acid  has  also 
been  demonstrated ;  the  latter  is  probably  produced  from  the 
alcohol,  owing  to  the  oxidizing  influence  of  the  air  which  has 
been  swallowed.    Alcohol  arises  by  fermentation  fi'om  the 
carbohydrates.    Not  only  does  yeast,  which  has  actually  been 
observed  in  the  stomach,  produce  alcohol,  but  certain  vane- 
ties  of  bacteria  appear  also  to  do  so.lf 

*  Nicati  et  Eietsch,  Bev.  Scien.,  p.  658:  188i ;  E.  Koch,  Deutsche  raed. 
Focftensc?!.,  No.  45  :  1884.  xt^o.iqqi 

t  H.  Nothnagel.  Centralh.f.  diemed.  WiBsenA,  No  2   1«81.  ■ 

t  See  Ferd.  Hueppe,  MittUil.  a.  d.  haiserl  Gesundl^Usamte  ^"^^-  P-^"/- 
Beiin  1884.    Nenckf  u.  Bieber,  Journ.  f.  praU.  Che^n.,  vol.  .xvx.  p  40  .1882^ 

S  See  BertboKi  Bienstock,  Zeitsehr.  f.  Min-  J'^f^jol.  via.  p.  1 :  1884.  L. 
Bri^^^ZeUscJ^fjJ^oLO^^  tbe  sto.acb  under 

1  f  -  TLdittns  as        as°  the  literature  of  the  subject  will  bo  found  :n 

Mageniuhalte"  iArck.f.  e.p.  Path  yol  xx.  p.  243    1885).  _ 

%h.  Brieger,  Zeitschr.f.  physiol.  Ohem.,  vol.  vm.  p.  308  .  1884. 
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If  the  organic  acids  reach  the  cesoj)hagus,  they  cause 
heart-burn,  by  the  irritation  of  the  raucous  membranes  of 
the  oesophagus  and  fauces.  This  symptom  is  usually  treated 
with  carbonate  of  soda  or  magnesia,  without  considering 
that  the  cause  is  thus  increased.  The  free  acids  are  neutral- 
ized by  the  drug,  and  the  growth  of  the  fungi  and  fermenta- 
tion  proceed  more  rapidly.  The  only  proper  treatment  of 
heart-burn  would  be  to  recommend  abstinence  to  the  patient, 
until  the  stomach  was  empty  and  disinfected  by  its  normal 
hydrochloric  acid. 

The  contents  of  the  stomach  in  a  considerable  number 
of  diseases  have  recently  been  examined  by  means  of  the 
stomach-pump.*    It  has  been  found  that  the  free  hydrochloric 
acid  is  frequently  absent  in  the  gastric  juice  of  the  patients, 
whilst  pepsin  is  always  present.f    For  this  reason  dilute 
hydrochloric  acid  is  frequently  prescribed  as  a  remedy  i^ 
dyspepsia.   Many  practitioners  assert  that  they  have  obtained 
a  favourable  result  with  it.    I  would,  however,  warn  against 
a  too  energetic  treatment  with  free  hydrochloric  acid,  espe- 
cially a  very  prolonged  use  in  chronic  gastric  trouble.  Hydro, 
chloric  acid  is  partly  excreted  in  a  free  state  by  the  kidneys. 
We  are  ignorant  whether  we  should  not  be  throwing  too  much 
work  upon  these  organs,  and  whether  we  should  not  injure 

Pr  ''p^fs'^slf'T,'''"'^ "^^^^^^  ''''        med.E:iinik  zu  Konigsberg  i, 

+  /         The  earlier  literature  is  discussed  here. 

T  It  has  frequently  been  asserted  that  free  hydrochloric  acid  is  nartlv  nr 
ompletely  rep  aced  by  lactic  acid,  even  in  the  normal  gastric  iuic    but  e^,"e 
hvllhV-        f  '^^^  ^^'^^  tL  the  absence  of  fee" 
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een  regarded  as  indicative  of  carcinoma  of  the  pylorus.    A  whole  sorit^t 
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their  tissue,  by  a  too  prolonged  use  of  it.    We  are  also 
unaware  what  other  tissues  are  affected  by  the  hydrochloric 
acid  on  its  way  from  the  stomach  to  the  kidney,  and  what 
variations  from  their  normal  chemical  processes  it  causes. 
So  long  as  we  are  ignorant  on  these  points,  we  must  be 
cautious  in  the  use  of  powerful  remedies  like  free  mineral 
acids.    In  most  cases,  the  best  advice  would  perhaps  be  that 
of  abstinence,  until  the  whole  lining  of  the  stomach  has 
become  disinfected  by  normal,  undiluted  gastric  juice.  Even 
in  weakened  and  angemic  individuals,  abstinence  is  perhaps 
more  effectual  than  hydrochloric  acid  and  pepsin,  accom- 
panied by  more  food  than  their  instinct  tells  them  they  can 
dispose  of.     The  administration  of  preparations  of  pepsin 
and  of  pancreatin  is  a  useless  measure. 

It  should  also  be  noted  that  to  begin  a  meal  with  soup, 
and  to  drink  much  during  a  meal,  are  not  rational  pro- 
ceedings ;  because  the  gastric  juice  becomes  too  much  diluted, 
and  loses  its  disinfectant  properties.  There  is  an  ancient  and 
good  dietetic  rule,  not  to  drink  for  an  hour  or  two  after 
eating,  when  thirst  is  actually  felt.  It  is  noticeable  that  to 
the  healthy  instinct  of  children  soup  is  repugnant.  At 
periods  when  cholera  is  prevalent,  it  is  advisable  to  avoid 
all  voluminous  foods  and  to  reduce  liquids  to  a  minimum, 
60  that  the  whole  contents  of  the  stomach  may  be  impreg- 
nated with  hydrochloric  acid  of  the  necessary  concentration. 

The  question  as  to  why  the  stomach  does  not  digest  itself 
is  one  which  has  caused  much  discussion.    The  tissues  of 
the  stomach  consist  entirely  of  digestible  matter— proteid 
and  gelatin.    In  fact,  as  soon  as  life  ceases,  self- digestion  of 
the  stomach  takes  place.    In  post-mortem  examinations,  it 
is  common  to  find  a  part  of  the  mucous  membrane  of  the 
stomach  softened  or  dissolved,  and  this  phenomenon  is  espe- 
cially marked  in  the  bodies  of  healthy  and  powerful  indivi- 
duals who  have  met  with  a  sudden  death  in  the  midst  of 
full  digestion.    The  old  doctrine,  that  the  "  softening  of  the 
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stomach  "  was  a  pathological  process  going  on  during  life,  is 
now  definitely  rejected.*  The  reason  why  the  process  of 
digestion  does  not  proceed  further  in  the  dead  body  is  due  to 
the  process  of  cooling  down  which  takes  place. 

If  a  dog  be  killed  during  digestion  and  the  body  be  kept 
warm,  we  find,  after  two  or  three  hours,  not  only  a  self- 
digestion  of  the  stomach,  but  also  of  the  neighbouring  parts, 
liver  and  spleen.  Why  does  this  solution  not  take  place 
in  the  hving  animal  ?  This  question  was  taken  up  by  John 
Hunter,t  who  supposed  that  "  the  living  principle  "  hindered 
self-digestion.  CI.  Bernard!  thought  to  refute  this  view 
by  the  following  experiment.  He  placed  the  leg  of  a  living 
frog  into  the  gastric  fistula  of  a  living  dog.  The  leg  was 
soon  digested,  and  the  frog  remained  alive.  The  living 
principle  had  not,  therefore,  protected  the  frog.  Pavy  § 
introduced  the  ear  of  a  live  rabbit  into  the  gastric  fistula  of  a 
dog.  A  large  part  of  the  ear  was  digested  in  a  few  hours, 
the  tip  being  entirely  dissolved. 

Pavy  II  thought  that  an  explanation  of  the  power  of 
resistance  possessed  by  the  living  gastric  mucous  membrane 
was  to  be  found  in  the  quantity  of  blood  contained  in  it. 
He  supposed  that  the  constant  rapid  rush  of  alkaline  blood 

*  Elsiisser's  "  Die  Magenerweichung  der  Saiiglinge  "  (Stnttgart  and  Tubingen 
1846),  should  be  read  in  this  connection.  The  earlier  literature  is  also  critically 
treated  here.  The  most  prominent  pathological  anatomists  and  medical  men 
liave  adopted  Elsasser's  view,  that  the  softening  of  the  stomach  is  a  post-mortem 
process  It  is  only  in  very  rare  and  exceptional  instances  that  softening  and 
perforation  of  the  stomach  set  in  before  death.  See  W.  Mayer,  "  Gastromalacia 
ante  mortem,"  Dissert,  iuaug.  Erlang:  Leipzig,  1871 

Tnnl  ?S^779""'  "^1^1^  Digestion  of  the  Stomach  after  Death,"  Pldl.  Travs. : 
London  1786  '  O^^'^'^^'^t'o^s  o°  Certain  Parts  of  the  Animal  Economy  : " 

1856*  CI.  Bernard,  "LeQons  de  physiologie  expcrim.,"  etc.,  IL  p.  406:  Paris, 

p.  2J:^^t^^'  "  ^°  ^'''P''''^  ^"i""-'*'  ^"1- 

hv  I't  J:!n  I'^^^'r  I°""«'iity  enjoyed  by  the  Stomach  from  being  digested 

by  I  S  own  Secretion  during  Life,"  Phil.  Trans.,  vol.  cliii.  part  i.  p.  161  •  1863  • 
and    On  Gastric  Erosion,"  Guy^s  Hospital  Reports,  vol.  xiii.  p.  494  :  1868  ' 
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and  alkaline  lymph  through  the  tissues,  did  not  allow  the 
pepsin,  which  can  only  peptonize  in  acid  solution,  to  do 
its  work.     If  the  circulation  were  arrested,  self-digestion 
began.    Pavy  showed  that,  after  tying  the  blood-vessels  of 
the  stomach  in  dogs,  a  part  of  the  mucous  membrane  was 
digested  ;  in  rabbits,  even  perforation  of  the  stomach  set  m. 
He  opened  a  dog's  stomach,  and  ligatured  a  portion  of  the 
opposite  wall  so  that  the  piece  that  was  tied  hung  into  the 
stomach,  and  the  piece  was  digested  as  if  it  had  been 
swallowed.    Pavy  concludes  from  these  experiments  that  the 
alkalies  in  the  blood  prevented  self-digestion ;  and  this  inter- 
pretation has  been  commonly  accepted.   But  the  conclusion  is 
not  correct.    The  alkalies  are  not  the  only  things  carried  to 
the  epithelial  cells  by  the  blood.    The  blood  brings  to  the 
glandular  cells  everything  which  is  necessary  to  fulfil  their 
functions.    If  the  supply  of  blood  be  cut  off,  those  vital 
functions  which  resist  the  action  of  the  pepsin  ferment  must 
also  cease.     Why  does  not  the  pancreas  digest  itself,  as 
pancreatic  ferment  is  effective  in  a  neutral  and  alkaline 
solution  ? 

Here  we  are  face  to  face  with  an  unsolved  problem.  But 
it  is  not  a  new  one ;  as  the  epithelial  cells  of  the  gastric 
glands  liberate  free  hydrochloric  acid,  and  still  remain  alka- 
line, so  the  epithehal  cells  of  the  pancreatic  gland  secrete 
the  ferment,  and  themselves  remain  free  from  ferment.  We 
see  the  same  thing  going  on  in  every  vegetable  cell.^  The 
fluid  which  surrounds  the  protoplasm  of  the  cell  is  acid,  the 
cell  itself,  like  all  contractile  protoplasm,  is  alkaline.  The 
liquid  round  the  protoplasm  is  frequently  brilliantly  coloured, 
while  the  cell  itself,  which  produces  the  colouring  matter,  is 
colourless.    But  as  soon  as  life  ceases,  as  soon  as  the  vital 
phenomena,  the  visible  amoeboid  movements,  stop,  the  incom- 
prehensible power  of  selecting  substances  likewise  disappears; 
the  laws  of  diffusion  are  in  no  way  interfered  with,  and  the 
protoplasm  becomes  tinged  with  colouring  matter.    This  in- 
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explicable  power  of  separating  and  distributing  the  substances 
according  to  the  object  in  view  is  possessed  by  every  cell  in 
our  bodies  (compare  p.  164,  and  Lecture  XVII.). 

Pavy  relies  upon  the  fact,  that  self-digestion  occurred  after 
the  introduction  of  large  quantities  of  acid  into  the  stomach, 
even  when  the  circulation  was  not  disturbed,  to  prove  his 
view  that  circulating  blood  prevents  self-digestion  only  by 
its  alkalinity.    In  this  case,  Pavy  considers,  the  alkalies  do 
not  suffice  to  prevent  the  action  of  the  acids.    He  injected 
3  ozs.  (=  93  grms.)  of  dilute  hydrochloric  acid,  which  con- 
tained 3  drms.  (=  12  grms.)  HCl,  into  the  stomach  of  a  dog, 
and  at  the  same  time  tied  the  pylorus  and  the  oesophagus, 
avoiding  the  vessels.     The  dog  died  in  an  hour  and  forty 
minutes,  and  the  post-mortem  which  was  immediately  made, 
showed  solution  of  the  gastric  mucous  membrane,  and  per- 
foration of  the  wall  of  the  stomach  at  the  cardiac  orifice. 
But  this  experiment  does  not  justify  any  conclusion.  The 
amount  of  hydrochloric  acid  injected  was  much  too  large. 
Pavy  might  have  destroyed  the  wall  of  the  stomach  equally 
well  with  potash. 

It  has  often  been  attempted  to  refer  the  origin  of  the 
round  gastric  ulcer  to  self-digestion.  But  the  danger  of  self- 
digestion  is  by  no  means  so  great  as  was  formerly  believed. 
It  has  been  shown,  by  numerous  researches,  that  the  wall 
of  the  stomach  has  a  decided  tendency  to  heal  rapidly  after 
wounds  of  the  most  varied  description.  This  is  conclusively 
proved  by  the  favourable  results  of  operations  on  the  stomach 
in  animals  and  human  beings.  The  most  plausible  hypo- 
thesis on  the  cause  of  the  gastric  ulcer  has  been  advanced  by 
Virchow,*  who  considers  that  some  kind  of  disturbance 
in  the  circulation  is  at  the  root  of  the  disease.  And,  in 
fact,  Panumt  succeeded  in  producing  hfemorrhagic  infarc- 
tions with  the  subsequent  formation  of  ulcers  in  dogs,  by 

*  Virchow  in  his  Arch.,  vol.  v.  p.  281 :  1853. 
t  Panum,  Yirchow's  Arch.,  vol.  xxv. :  18G2. 
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embolic  plugging  of  the  smallest  arteries  of  the  gastric 
mucous  membrane.     These  results  are  quite  in  harmony 
with  Pavy's  above-mentioned  experiments.    But  it  has  very 
rarely  been   found  that  thrombotic  or  embolic  plugging 
precedes  the  round  gastric  ulcer  in  human  beings.    It  has, 
therefore,  been  assumed  that  the  round  gastric  ulcer  was 
caused  by  abnormal  increase  of  acid  in  the  gastric  juice, 
or  in  the  contents  of  the  stomach.   But  this  supposition  is 
utterly  unsupported  by  fact.    It  is  also  to  be  noted  that  the 
gastric  ulcer  is  generally  situated  in  the  pylorus  and  in  the 
small  curvature,  very  seldom  in  the  fundus,  where  the  acidity 
is  greatest.    The  aetiology  of  the  Ulcus  ventriculi  is -still 
involved  in  obscurity. 

I  must  not  omit  to  mention  that  one  of  the  functions  of 
the  stomach  consists  in  the  absorption  of  nutritive  substances. 
The  process  undoubtedly  commences  in  this  section  of  the 
digestive  tract.    But  we  do  not  yet  know  to  what  extent  each 
separate  kind  of  aliment  is  here  absorbed.    The  technical 
difficulties  to  be  encountered  in  experiments  on  this  subject 
have  hitherto  proved  almost  insuperable,  and  some  of  the 
results  are  contradictory.    For  information  on  the  present 
state  of  the  question,  I  recommend  the  treatises  of  Tap- 
peiner,*  Anrep,t  and  Meade  Smith,  t 

»  H.  Tappeiner,  "Ueber  Resorption  im  Magen,"  Zeitsclir.f.  Biolog.,  vol.  xvi. 

^"^V*      von  Anrep,  "  Die  Aufsaugung  itn  Magen  des  Hundes,"  Du  Bois'  Arch., 

504-514:  1881.  .      .  n 

X  B.  Meade  Smith,  Du  Bois'  Arch.,  p.  481  :  1884  (Experiments  on  frogs). 
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LECTUEE  X. 

THE  PEOCESSES  OF  DIGESTION  IN  THE  INTESTINE— THE  PANCREATIC 
JUICE  AND  ITS  FERMENTATIVE  ACTION — FERMENTS  IN  GENERAL 
 THE  ACTION  OF  THE  PANCREATIC  JUICE  ON  THE  CARBOHY- 
DRATES, FATS,  AND  PROTEIDS  THE  NATURE  AND  IMPORTANCE 

OP  PEPTONES. 

The  time  during  which  diflferent  articles  of  diet  remain  in 
the  stomach  of  human  beings  varies  very  greatly.    It  does 
not  depend  only  on  the  quality  of  the  food;  it  also  increases 
with  the  quantity.    The  mechanical  condition,  the  degree 
to  which  it  has  been  masticated,  likewise  affects  it,  as  Ilso 
the  intensity  of  the  preceding  hunger,  and  especiaUy  the 
state  of  the  stomach  at  that  moment,  a  state  which  depends 
on  many  physical  and  psychical  influences.  Numerous 
observations  on  people  with  gastric  fistula*  have  shown 
that  the  food  remains  in  a  healthy  stomach  from  three  to  ten 
hours.    In  disease  the  time  is  often  much  longer,  as  modern 
experience  has  discovered  by  means  of  the  stomach-pump 
The  emptying  of  the  stomach  goes  on  very  gradually  in 
small  portions  at  a  time.    Busch  t  observed  this  in  a  woman 
^ho,  m  consequence  of  a  wound  made  by  a  bull's  horns' 
had  an  artificial  anus  a  little  below  the  duodenum,  from 

.h/p)lL?r""r^'"^x^P''™™*'^"'^  Observations  on  the  Gastric  Juice,  ami 
the  Phy^ologyof  D,gest,o.."  reprinted  from  the  Plattsbnr.h  edition,  by  Andrew 

S  pS":  1877  J"'-  Ufl-el.nann,  ^,-c/,. /.  Uin.  Med.,  vol. 

t  W.  Busch,  Arch./.j>alh.  Anat.  u.  Phydol.,  vol.  xiv.  p.  140 :  1858. 
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which  the  contents  of  the  stomach  oozed  out,  as  they  were 
unable  to  reach  the  other  opening  of  the  small  intestme. 
The  first  portions  of  food  appeared  in  the  fistulous  opemng 
as  early  as  from  fifteen  to  thirty  minutes  after  bemg 
swallowed. 

Three  new  secretions,  all  of  which  yield  an  alkaline 
reaction,  act  immediately  upon  the  food  when  it  reaches 
the  intestine ;  they  are  the  pancreatic  juice,  the  intestinal 
iuice  and  the  hile.  By  their  means,  the  chyme,  which  is 
the  name  gi^en  to  the  acid  contents  of  the  stomach  is 
gradually  neutralized,  and  usually  presents  an  alkaline 
reaction  in  the  lower  part  of  the  intestme. 

The  PANCBEAS  is  the  digestive  gland  par  excellence  Its 
secretion,  so  far  as  we  know,  has  no  other  action  than  a 
digestive  one;  it  effects  chemical  changes  in  all  classes  of 
food  and  prepares  them  for  absorption.  The  proteids  are 
pepW  d  starch  is  split  up  into  soluble  carbohydi-ates,  the 
?ats  into  glycerin  and  fatty  acids.  There  is  scarcely  any 
"  does  not  possess  a  secretion  with  an  action 

TaTogous  to  that  of  the  pancreatic  secretion.    The  mver  e- 
bra tes  have  neither  a  peptic  digestion  nor  have  they  bile. 
Bu   a  process  analogous  to  pancreatic  action  has  been  found 
wherever  it  has  been  sought.*    It  can  even  be  recogn  zed  m 
wneievtJi  .   .  containing 

the  lowest  organisms,  the  bacteria .       nu  o 
bacteria  acts  on  the  three  mam  classes  of  food  just  like 
:    pTncreatic  Jnice.    The  pancreatic  ferments  have  on  y 
been  fonnd  absent  in  a  few  intestinal  parasites.f    This  is 

o  "TTober  die  Untersoliiede  im  cbemiachen  Bau  uud  der 

Verdauung  Coherer  un^l  ^^^^^  JXo^preh^  works  on  this  subject  by 
1877.    Compare  also  ^he  « o.^s  a  V^^^^^^  ^^^^^  Krukeuberg 

P.  Plateau  the  y^^^j^^^^f  J/' literature  on  the  digestion  of  the  lower 
of  the  same  ime.    An  ^^''^^^  v^.gieichend  physiologische  Vortmge," 

itr-Gr^dS 

''Tl.  Freddricq,  Bulletins  de  Vacad.  roy.  de  Bel,i<iae.,  sir.  2.  t.  xlvl.  No.  8 : 
1878. 
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perfectly  clear  for  teleological  reasons:  the  organisms  are 
always  floating  about  in  food  that  has  been  already  digested. 

Before  proceeding  to  consider  the  modes  of  action  of  the 
pancreatic  secretion  in  mammals  and  in  human  beings, 
together  with  the  chemical  changes  which  it  causes  in  the 
three  groups  of  food-substances  by  its  ferments,  we  will  first 
state  clearly  what  is  known  concerning  the  nature  and 
character  of  feembnts. 

We  will  first  restrict  ourselves  to  facts  derived  from 
observation.     Probably  no   one  has  even  seen  ferments. 
What  can  be  seen  and  observed  is  merely  the  process  of 
which  the  hypothetical  ferment  is  the  exciting  cause.  This 
process  consists,  in  all  cases,  in  the  fact  that  a  complex 
compound  splits  up  into  a  more  simple  one,  while  kinetic 
energy  in  the  shape  of  heat  is  set  free.    Therefore,  in  all 
these  processes  potential  energy  is  converted  into  kinetic 
energy.     The  atoms  pass  from  an  unstable  into  a  stable 
arrangement.    Stronger  affinities  are  hereby  satisfied.  To 
adopt  the  terminology  already  defined  (pp.  39-41),  the  ulti- 
mate cause  is  the  potential  energy  stored  up  in  the  complex 
mo  ecule,  the  eifect  is  kinetic  energy,  and  then  we  have  to 
seek  the  "exciting  cause,"  the  "impetus,"  the  "liberating 
force      These  are  termed  ferments  in  some  cases,  but  not 
in  all.     What,  therefore,  have  the  liberating  forces  in  all 
these  vanous  processes  in  common,  and  what  distinguishes 

erTs  f  ^^'^  ^^^-^y  by  a 

series  of  examples. 

carb!S.*™'I™''' "■■'"■glycerin,  splits  „p  into 
carbonic  aoid,  water,  nitrogen,  and  oxygen  : 

2  [CA  (ONOJJ  =  6C0,  +  6H.0  +  6N  +  0. 
A  very  eonsiderablo  amount  of  heat  is  developed.    A  liigbly 
unstable  atomic  arrangement  is  converted  into  a  stable  onf 
The  oxygen,  which  has  a  very  slight  acuity  for  nitr„g»; 
but  a  very  close  affinity  for  carbon  and  Hydrogen,  was!  in 
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the  original  molecule,  combined  with  nitrogen,  but  in  the 
smaller  molecules,  resulting  from  the  decomposition,  is  united 
with  carbon  and  hydrogen.    The  impetus  is  given  by  me- 
chanical means,  such  as  a  knock  or  a  blow,  tl^e-f^o  J'J 
motion  or  by  heat,  such  as  a  flame,  another  form  of  motion. 
NitroTjn  trichloride  splits  up  explosively  with  great  develop- 
ment  of  Ught  and  heat  into  nitrogen  and  chlorine  : 
NCls  +  NCI3  =      -I-  CI,  +  CU  +  CI,. 
Here  again  the  unstable  atomic  arrangement  is  converted 
Sto  a  stable  one.    Stronger  affinities  are 
Lny  reasons,  we  are  compelled  to  adopt  the  conclus^n  tha 
The  elements,  in  an  uncombined  state,  do  -  —  « 
isolated  atoms,  but  are  -';„7  ^  lorine  Lmst 

of  nitrogen  atoms  to  each  other,  ana  01  0 

each  otL.  is  Obviously  -^"^^^-^^^^^^  — - 

atoms  to  nitrogen  atoms.     ihe  impera 

.ent  of  the  atoms  is  |>y  -me  —  » 

:LHri":r;har:r:::4.-^^^^^^^^^ 

ot  whicn     ana  8  ^enoiw  move- 

even  more  rapidly,  it  actea  upon  i.notb 
ments  wave-motions  of  a  definite  rate  of  rapidity  and  len  th 

of  wave.  It  may  be  e  ^^^.^^^ 
Sph—  nteXtly  analogous  to  the  responsive 
^^attns  of  certain  elastic  bodies  w-^^  ^  :  ; 
,hich  proceed  from  ^^^^^^^^  Tl.^^ 

irso\"r th.  if  the — 
::;^h  act  upon  -fmrrart  w^tt;  r: 

length,  the  atoms  of  '"^^^^^^^       „^^^.,„„,  tte  shght 

s;::^:nno::trorLberandthustoproduee 
-ztp  i:rrt:rrgrt^^^^^^^^^ 
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brought  about  by  contact  with  various  substances,  such 
as  phosphorus,  phosphorus  compounds  free  from  oxygen, 
selenium,  arsenic,  some  resins  (other  kinds  being  inert), 
non-volatile  oils,  etc.  Here  too  we  might  imagine  that,  from 
the  various  molecular  vibrations  of  these  substances  (which 
we  call  heat),  we  get  a  certain  resultant  vibration  which 
coincides  in  wave-length  with  that  of  one  of  the  constituents 
of  the  nitrogen  trichloride  molecule,  and  so  occasions  its 
decomposition. 

Chlorate  of  potash  splits  up  into  chloride  of  potash  and 
oxygen.  The  dissociation  is  set  up  by  the  application  of 
heat.  But  the  rise  of  temperature  need  not  be  nearly  so 
high  when  certain  substances  are  present,  such  as  binoxide 
of  manganese,  ferric  oxide,  or  oxide  of  copper.  The  presence 
of  these  substances  probably  so  modifies  the  heat-waves,  that 
the  atoms  of  the  chlorate  of  potash  are  more  easily  thrown 
into  responsive  vibrations,  and  thus  decomposed. 

Peroxide  of  hydrogen  decomposes  on  contact  with  platinum, 
gold,  silver,  binoxide  of  manganese,  etc.  In  these  cases  it 
is  called  an  effect  of  contact,  or  a  catalytic  effect.  We  can 
form  the  following  hypothesis  of  the  process  which  goes  on 
here,  as  in  the  cases  above  cited :  the  substance  which  acts 
"  catalytically  "  exercises  an  attraction  on  one  of  the  atoms 
in  the  unstable  molecule.  It  does  not  unite  with  the  atom, 
but  the  unstable  arrangement  of  the  atoms  in  the  molecule 
is  altered  to  a  stable  one. 

Grape-sugar  splits  up  into  alcohol  and  carbonic  acid : 

CeHi^Oe  =  2CO2  -f  2C2H6O. 

When  this  takes  place,  a  direct  rise  of  temperature  can  be 
proved.  This  is  in  accordance  with  the  fact,  that  the  heat 
of  combustion  of  alcohol  is  less  than  that  of  the  grape-sugar 
from  which  the  alcohol  arose.  Thus  a  part  of  the  potential 
energy  stored  up  in  the  sugar  is  converted,  through  decom- 
position, into  kinetic  energy,  into  heat.    The  atoms  of  the 
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sugar  have  passed  from  an  unstable  into  a  stable  arrange- 
ment.   Stronger  affinities  have  been  satisfied.    The  nature 
of  the  liberating  force  is  in  this  case  still  unknown.    It  is 
known,  however,  that  the  conversion  only  takes  place  if  two 
conditions  are  fulfilled  :  they  are,  first,  the  presence  of  living 
yeast-cells ;  and,  secondly,  a  certain  temperature— from  10° 
to  40°  C.    Judging  from  analogy  of  the  examples  already 
given,  we  should  suppose  that  here  again  a  form  of  motion 
starts  the  decomposition.    The  motion  might  proceed  from 
the  vital  functions  of  the  cell.    But  it  is  likewise  conceivable 
that  certain  substances  occur  in  the  cell,  and  that  these  sub- 
stances act  in  a  similar  manner  to  the  catalytic  bodies  in 
the  examples  adduced  above.    The  yeast-cells  are  called  "  a 
ferment." 

Cane-sugar  splits  up  into  equal  quantities  of  dextrose 
and  Iffivulose.    Here  again  there  is  a  development  of  heat,* 
and  again  the  yeast  plays  a  part.    But  in  this  case  it  is  not 
requisite  that  the  cell  should  be  living;  an  aqueous  extract 
from  the  yeast-cells,  killed  with  ether,  is  all  that  is  necessary. 
We  may  assume  that  the  atoms  composing  any  of  the  mole- 
cules in  this  extract  are  in  a  state  of  oscillation,  or  that 
different  molecules  oscillate  against  each  other,  and  that 
the  resultant  of  these  motions  causes  the  dissociation  of  the 
molecules  of  cane-sugar.    A  theory  has  been  advanced,  but 
not  yet  verified,  that  the  presence  of  one  particular  chemical 
individual  in  the  yeast-extract  is  essential  for  the  initiation  of 
decomposition.     This  ferment  has  been  termed  invertin.t 
An  account  of  the  attempts  which  have  been  made  to  isolate 
the  ferments  will  be  given  later. 

Starch  flour  decomposes  on  boiling  with  dilute  acid,  into 
molecules  of  grape-sugar.  In  this  reaction  the  direct  proof 
that  heat  is  produced  cannot  be  given.    But  we  must  assume 

*  A.  Kunkel,  Plliiger's  Arch.,  vol.  xx.  p.  509  :  1879. 

+  Eduurd  Donath,  BerkUe  Jer  deatsohen  ahem.  Ges.,  vol.  via.  p.  79.  .  ib/o  , 
yol  xl  p.  108'J :  IS78  ;  M.  Burtb,  ibid.,  vol.  ii.  p.  4^4  :  1878. 
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that  this  is  the  case,  because  the  heat  of  combustion  of  the 
grape-sugar  is  less  than  that  of  starch.  The  impetus  to 
the  change  may  be  a  special  modification  of  the  increased 
molecular  movement,  due  to  the  heat,  in  presence  of  the 
acid ;  or  we  must  suppose  that  the  acid  attracts  the  sugar 
molecules  contained  in  the  starch  molecule,  and  possibly 
forms  a  temporary  compound  which  again  rapidly  breaks 
up  with  absorption  of  water.  The  conversion  of  starch  into 
silgar  is  always  accompanied  by  hydration,  which  is  the  case 
in  the  decomposition  of  cane-sugar,  and  probably  in  all 
similiar  decompositions.    I  shall  return  to  this  point  again. 

Starch  flour  also  decomposes  at  a  moderate  temperature 
into  maltose  and  dextrin,  if  it  comes  in  contact  with  certain 
substances,  which  are  contained  in  germinating  barley,  or 
in  saliva,  and  in  pancreatic  juice.     But  in  .this  case  the 
term  ferments  is  used  as  indicating  chemical  individuals. 
But  these  hypothetical  substances  are  perhaps  merely  the 
conditions  necessary  to  start  a  definite  form  of  motion,  which 
acts  as  the  impetus  in  the  decomposition  of  the  starch-mole- 
cule.   A  development  of  heat  cannot  be  proved  when  starch 
is  broken  up  by  ferments.    Maly  *  even  observed  an  absorp- 
tion of  heat.    This  is  explicable  in  the  following  way  :  starch 
flour  is  insoluble,  whereas  the  products  of  decomposition  are 
soluble,  in  water.    Heat  must  be  used  up  in  their  solution, 
as  is  always  the  case  in  the  transit  from  the  solid  to  the  fluid 
state.    The  amount  of  heat  thus  fixed  is  greater  than  that 
liberated  by  decomposition.     That  heat  is  set  free  when 
decomposition  takes  place  follows  of  necessity  from  the  fact 
that  the  heat  of  combustion  of  the  maltose  and  dextrin  is  less 
than  that  of  an  equivalent  amount  of  starch  flour. 

Hoppe-Seylerf  and  his  pupils  J  have  shown  that  formate 
of  Hme,  by  the  action  of  certain  bacteria,  is  split  up  into 

*  Maly,  PflUger's  Arch.,  vol.  xxii.  p.  Ill  :  1880. 

t  Hoppe-Seyler,  PflUger's  Arch.,  vol.  xii.  p.  1  :  1876. 

J  Leo  Popofif,  PflUger's  Arch.,  vol.  x.  p.  113  :  1875. 
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carbonate   of    lime,   carbonic  acid,   and    hydrogen,  with 
absorption  of  water : 

^OH 

0  =  0  0  =  0 

^0  ^O^ 

\Ca  +  2H0H  ==         >Ca  +  2H2  =  CaCOj  +  CO,  +  H,0  +  2H,. 

^o-"^  ^0^ 

0=0  0=0 
■^H  ^OH 

Heat  is  developed  in  this  process.  If  the  bacteria  be  killed 
by  ether,  the  decomposition  continues.  This  ferment,  there- 
fore, behaves  like  invertin.  Sainte-Claire  Deville  and  Debray  * 
have  made  the  important  discovery,  that  the  same  decom- 
position of  formic  acid  into  carbonic  acid  and  hydrogen  can 
be  also  brought  about  by  finely  divided  iridium,  rhodium, 
or  ruthenium,  obtained  in  a  moist  condition  by  reduction. 
Platinum  or  palladium  produced  in  the  same  way  had  no 
action. 

We  thus  see  that  a  living  cell,  an  organic  substance,  and 
a  metal,  all  produce  the  same  effect. 

The  decomposition  of  acetic  acid  into  carbonic  acid  and 
marsh-gas  is  completely  analogous  to  the  decomposition  of 
formic  acid,  and  occurs  under  the  same  conditions  : 
^CH3  /-OH 

(5=0  c=o 

Ca  H-  2H0H  =  Ca  -i-  2CH,  =  CaC03  +  CO,  +  H,0  +  2CH,. 

0=0  C=0 
^CH3  ^OH 

Heat  must  again  be  set  free  in  this  process,  for  the  heat  of 
combustion  of  the  marsh-gas  is  less  than  that  of  an  equivalent 
amount  of  acetic  acid. 

From  all  these  examples,  it  may  be  seen  that  we  know 
nothing  further  concerning  the  ferments  than  we  do  about 
the  "  catalytic  "  substances."  Their  presence  is  absolutely 
essential  to  bring  about  that  form  of  motion  which  gives  the 

*  H.  Sainte-Claire  Deville  et  H.  Debray,  Compt.  rend.,  t.  Ixxviii.  p.  17S2 : 
1874. 
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impetus  to  the  transition  from  an  unstable  arrangement  of 
atoms  into  a  more  stable  one.  We  speak  of  a  catalytic  effect, 
when  the  substance  to  which  this  effect  is  ascribed  happens 
to  be  a  well-known  inorganic  compound  or  an  element.  If, 
on  the  other  hand,  they  are  unknown  organic  substances,  we 
speak  of  a  fermentative  action.  There  is  at  present  no  reason 
for  assuming  that  there  is  any  essential  difference  between 
the  mode  of  action  of  organized  ferments — living  unicellular 
organisms — and  non-organized,  "  unformed  "  ferments.  We 
may  suppose  that  the  process  of  fermentation  is  the  same 
in  both  cases ;  but  we  know  as  little  concerning  the  action 
of  the  unformed  ferments  as  we  do  concerning  the  organized 
ferments. 

The  decomposition  effected  by  the  organized  ferments 
appears  to  take  place  in  the  substance  of  the  living  cell,  and 
the  energy  liberated  by  the  decomposition  is  utilized  for 
the  vital  processes  of  the  cell.    In  favour  of  this  view  can 
be  adduced  the  fact  that,  in  the  case  of  alcohohc  fermenta- 
tion, the  amount  of  sugar  decomposed  in  the  unit  of  time 
is  inversely  proportional  to  the  supply  of  oxygen.     With  a 
free  supply  of  oxygen,  there  are  two  sources  for  the  production 
of  the  kinetic  energy  required  for  the  vital  functions  ;  decom- 
position and  oxidation.    When  oxygen  is  withdrawn,  one 
source  is  closed,  and  the  other  utilized  the  more.*  This 
fact  is  of  far-reaching  importance  for  the  comprehension  of 
the  vital  processes  in  the  higher  animals.f 

In  aU  fermentations  the  decomposition  is  always  accom- 
panied by  hydration,  in  consequence  of  which  these  processes 

7  Z-^?^^^"^'  "Landw.  Jahrb.  v.  Nathusius  u.  Tliiel,"  heft  i.  :  1874-  Verhandl 

Z  Saue  J^''  7V^-f '  =  ''''  I-^"PP-Seyler, "  Ueber  die  Einwirkung 

f  exv  Pat  u  pT  ^'^'^T"^'"  "  Strassburg,  1881 ;  Nencki.  Arl 

f.  exp.  Path.  u.  Pharm.,  vol.  xxi.  p.  299  ■  1886 

uJ  II' H ^•■"^'^"^  (Virchow's  Arch.,  vol.  Ixvii.  p.  283  :  1876) 

HenI  Onn^f     i«  diminished,  is  perhaps  of  a  similar  nature.    Compare  also 
Hem.  Oppeuheim,  Plldger's  Arch.,  vol.  xxiii.  p.  490  •  1880 
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can  only  take  place  in  presence  of  water.  The  exceptions  to 
this  rule  are  only  apparent.  Thus  in  alcoholic  fermentation, 
grape-sugar  (CeHj^Oe)  is  decomposed  into  2C2H6O  and  2CO2, 
apparently,  therefore,  without  taking  up  any  water.  But 
we  must  not  forget  that  carbonic  acid  in  watery  solution  must, 
like  all  other  dibasic  acids,  contain  two  HO  radicals : 

/OH 
C  =  0    ^COg  +  HgO. 
~~^0H 

Butyric  acid  fermentation  (CbHizOb  =  GJI^Oi  +  2CO2  +  2H2), 
and  lactic  acid  fermentation  (C6H12O6  =  2C3H6O3)  also  appear 
to  form  exceptions.  From  analogy  with  other  processes 
of  fermentation,  we  must  suppose  that  these  processes  are 
also  accompanied  by  hydration.  We  must  refer  the  reader 
to  the  papers  of  Hoppe-Seyler*  and  Nencki.t  for  further 
information  on  this  subject. 

Many  attempts  have  been  made  to  isolate  the  unorganized 
ferments.  It  is,  in  fact,  possible  to  obtain  precipitates  from 
solutions  containing  ferments  which  stiU  retain  the  character- 
istic fermentative  properties.  But  we  have  no  guarantee  that 
these  precipitates,  which  are  always  amorphous,  are  chemical 
entities.  In  the  cases  in  which  they  have  been  analyzed,  the 
composition  has  been  found  closely  similar  to  that  of  proteids 
and  peptones.  But  we  cannot  ascertain  whether  the  ferment 
may  not  form  a  fraction  of  the  material  analyzed,  so  small 
as  not  to  influence  the  result  of  the  analysis. 

All  ferments  are  soluble  in  water  ;  all  may  be  precipitated 
from  their  aqueous  solutions  by  alcohol,  and  are  again  dis- 
solved by  water  after  their  precipitation.  Most  of  them  are 
also  soluble  in  glycerin,  and  may  be  precipitated  from  this 
solution  by  alcohoLt  AH  the  previous  attempts  at  isolation 
mainly  depend  on  these  properties,  which  are,  however, 

*  Hoppe-Seyler,  PflUger's  Arch.,  vol  xii.  p.  1*  =  1876 

+  Nencld  Journ.  f.  prald.  Chem.,  vol.  xvii.  p.  105  :  1870. 

I  ?on  Wittich,  PMgcr'B  Arch.,  vol.  ii.  p.  193 :  1869 ;  and  vol.  xn.  p.  339 :  18-0. 
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common  to  a  large  number  of  other  constituents  of  the 
tissues ;   so  that  other  means  must  be  found  to  effect  a 
further  separation.    Certain  ferments — such,  for  instance, 
as  pepsin — do  not  diffuse  through  animal  membranes,*  and 
all  have  a  great  tendency  to  be  carried  down  by  neutral 
precipitates.!    These  properties  have  also  been  utilized  for 
the  purpose  of  isolating  ferments.    It  would  lead  us  too  far 
to  give  details  concerning  all  these  procedures.    I  must  refer 
you  to  the  observations  of  Briicke,t  Danilewsky,§  Cohnheim,|| 
Aug.  Schmidt,!  Hiifner,**  Maly,tt  Kiihne,tt  Barth,§§  and 
0.  Low.  II II 

Every  ferment  develops  the  maximum  of  its  activity  at 
a  definite  temperature.  This  temperature  must  be  different 
in  the  case  of  the  digestive  ferments  of  cold  and  warm 
blooded  animals;  we  should  expect  this  on  teleological 
grounds,  and  it  is  confirmed  by  direct  observation.  By 
treating  the  gastric  mucous  membrane  of  a  mammal,  re- 
cently killed,  with  dilute  HCl  (from  2  to  3  per  1000),  a 
so-called  artificial  gastric  juice  is  obtained  which  rapidly  pep- 
tonizes all  varieties  of  proteid.  At  an  ordinary  temperature 
this  action  is  mostly  very  slight,  and  it  ceases  entirely  at 

*  Krasilnikow,  "Medicinisky  Wjeetuik : "  1864.     Diakonow  gives  a  short 
notice  of  this  work  in  Hoppe-Seyler's  Med.  Chem.  Unters.,  p.  241.    See  also  A 
Schoffer,  Centralb.  f.  d.  med.  Wissensch.,  p.  641 :  1866 ;  von  Wittich  Pfluo-er's 
Arch  vol.  y.j>.  443:  1872;  Olof  Hammarsten,  "  Om  pepsiuets  indiffusibilitet," 
Upsala  lakareforenningB  forhandlingar,  vol.  viii.  p.  565  :  1873. 
^    t  Brucke,  Sitzungsher.  d.  Wiener  Mad.,  vol.  xliii.  p.  601 :  1861.    A  v  Heltzl 
'  f  vom  Ver.lauungsfermente  des  Magensaftes  :  "  Dorpat,  1864* 

§  Danilewsky,  Virchow's  Arch.,  vol.  xxv.  p.  279  :  1862 

II  J.  Cohnheim,  Virchow's  Arch.,  vol.  xxviii.  p  241  ■  1863 

J  Aug  Schmidt,  "  Ueber  Emulsin  und  Legiimin,"  Dissert. :  Tubingen,  1871. 

Hufner,  Journ.  f.  prakt.  Chem.,  vol.  v.  p.  372  ■  1872 
tt  Maly,  Pfliiger's  Arch.,  vol.  ix.  p.  592  :  1874 

!n'?''';  ^.'■''""^if      '^^^  naturhist.  med.  Vereins  zu  Heidelberg,  vol.  i.  : 
1876;  and  vol.  in.  p.  463:  1886. 

xi.  ^  474':'\'878."'  I^vertins."  Ber.  der  deuUeh.  chem.  Ges.,  vol. 

nil  Lciw,  Pfluger's  Arch.,  vol.  xxyii.  p.  203  ;  1882. 
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about  10°  C.    At  a  temperature  of  0°  C,  not  the  least  trace 
of  digestion  goes  on.    But  Fick  and  Murisier*  found  that 
the  artificial  gastric  juice,  prepared  from  the  stomach  of  the 
frog,  the  pike,  and  the  trout,  constantly  exerted  a  peptonizing 
influence  even  at  0°.    Hoppe-Seyler  f  confirmed  these  results. 
He  found  that  artificial  gastric  juice  of  the  pike  digested  fibrin 
more  rapidly  at  15°  C.  than  at  40°,  most  rapidly  at  about  20°. 
A  little  above  0°  the  action  was  slower  than  at  15°,  but  still 
very  marked.   Fick  and  Hoppe-Seyler  conclude,  from  these 
observations,  that  the  gastric  juice  of  warm-blooded  animals 
contains  a  different  ferment  from  that  of  cold-blooded.  But 
to  me  this  conclusion  does  not  appear  at  all  justified.  The 
same  ferment  may  behave  differently  in  presence  of  other 
substances ;  and,  besides,  we  need  not,  as  I  have  already 
insisted,  consider  the  ferments  as  chemical  entities.  Possibly 
the  interaction  of  several  substances  is  necessary  to  brmg 
about  the  particular  form  of  motion  which  constitutes  the 
impetus  to  the  breaking-up  of  the  compHcated  molecules. 

Like  pepsin  obtained  from  different  sources,  we  find  that 
the  so-called  diastatic  ferments,  which  decompose  starch, 
develop  their  maximum  effects  at  temperatures  which  vary 
according  to  the  source  these  ferments  are  derived  fi-om 
The  diastatic  ferments  of  the  pancreas  and  saliva  act  most 
quickly  at  from  37°  to  40°  C;  that  of  germinating  barley  at 

from  54°  to  63°  Ct  .         ,    .  ^ 

When  aqueous  solutions  containing  ferments  are  heated 
to  more  than  70°  C,  the  unorganized  as  well  as  the  orgamzed 
ferments  are  destroyed.  The  solutions  are  found  to  be  m- 
operative,  both  at  this  temperature  and  also  when  they  are 
again  cooled  down.  On  the  other  hand,  when  in  a  dry  state, 
the  ferments  may  be  exposed  to  a  very  high  temperature  with- 
*  Murisier,  VerMndlungen  der  phys.  med.  Gesellsohaft  zu  Wiirzhurg,  vol.  iv. 

mirsJahresbericMfur  Thierchemie,^.  382:  1879. 
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out  losing  their  power.  Hiifjier  *  heated  his  dried  pancreatic 
ferment  to  100°  C.  without  causing  it  to  become  ineffectual. 
Alex.  Schmidt  t  and  Salkowski  showed  that  this  was  also 
the  case  with  pepsin.  Salkowski  J  heated  pepsin  to  160°  C, 
and  pancreatic  ferment  and  invertin  to  160°  C.  for  many 
hours,  and  showed  that  they  were  still  active  on  cooling 
and  when  mixed  with  water.  It  was  thought  that  this  would 
serve  as  a  means  of  distinguishing  the  unorganized  from  the 
organized  ferments.  But  more  recent  investigations  have 
shown  that  the  spores  of  certain  bacteria  can  stand  a  tem- 
perature of  from  110°  to  140°  C.  without  losing  life  or  j^ower 
of  development.  § 

The  power  of  resisting  absolute  alcohol  has  also  been 
regarded  as  characteristic  of  unformed  ferments,  and  as  dis- 
tinguishing them  from  formed  ferments.  But  the  spores  of 
certain  bacteria  possess  even  this  power.  Koch  ||  showed,  for 
instance,  that  the  bacteria  of  splenic  fever  could  be  kept  for  110 
days  in  absolute  alcohol  without  being  killed.  On  the  other 
hand,  all  the  spores  appear  to  die  when  subjected  for  a  long 
period,  say  thirty  days,  to  ether,  which  has  been  found  to 
have  no  effect  on  the  unorganized  ferments.  Prussic  acid, 
chloroform,  benzol,  thymol,  and  oil  of  turpentine  are  all 
supposed  to  act  like  ether  in  killing  the  organized,  and 
in  having  no  effect  upon  the  unorganized,  ferments. 

After  these  preliminary  remarks  on  ferments  in  general, 
Ave  will  now  return  to  the  pancreatic  juice  and  its  fermenta- 
tive actions.  I  have  already  mentioned  that  the  pancreatic 
juice  acts  upon  all  three  of  the  main  groups  of  food-sub- 

*  Hufner,  Journ.f.  praU.  Chem.,  vol.  v.  p.  372  ■  1872 

t  Alex.  Schmidt,  Gentralb.  f.  d.  med.  Wissensch'.,  No.  29  •  1876 

1880  '^'r^°S'^'''''^-'^°^-^^-P-  1^«=  1877;  and  vol.' Ixxxi.  p.  552  : 

1880.     Compare  also  Huppe.  Mitlheil.  d.  Kaiserl.  Gesundheitsamtes,  vol.  i.  i 

BerL^8^^V°'  w  ^/f.T''  (^esundheitsamtes,  vol.  i. : 

E  Ko4   "  n  ^^^ol^^^v's      . vol.  cii.  p.  81 :  1885. 

vol  i    1881  D.sinfection,"      ttheil.  d.  Kaiserl.  Gesundheitsamtes, 
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stances.  To  explain  these  three  actions,  it  has  been  assumed 
that  there  are  three  different  ferments,  although  there  is 
no  valid  ground  for  such  an  assumption.  Hiifner,*  in  his 
numerous  attempts  to  isolate  the  pancreatic  ferment,  always 
obtained  preparations  which  had  the  threefold  fermentative 
action. 

With  regard  to  the  action  on  cakbohtdrates,  the  conver- 
sion of  the  insoluble  starch  flour  has  been  more  particularly 
studied.  The  process  of  starch-digestion  is  by  no  means  as 
simple  as  it  was  formerly  imagined.  Till  quite  recently,  it 
was  considered  that  starch  flour  was  altered  by  the  digestive 
ferments  of  the  saliva  and  of  the  pancreatic  juice,  and  by  the 
ferment  of  the  germinating  barley,  or  diastase,  in  the  same 
way  as  on  boiling  with  dilute  sulphuric  acid,  when,  as  is  well 
known,  starch  flour  is,  by  a  process  of  hydration,  completely 
converted  into  grape-sugar  (dextrose),  whilst  dextrin  only 
occurs  as  an  intermediate  stage. 

But  more  recent  research  has  shown  t  that  the  amount 

*  Hiifuer,  Journ.  f.  praU.  Gliem.,  vol.  v.  p.  372  :  1872.  For  the  experiments 
to  isolate  three  different  ferments,  see  Danilewsky,  Virchow's  Arch.,  vol.  xxv. 
p.  279:  1862;  Lossnitzer,  "Einige  Versuche  iiber  die  VerdauuDg  dej  Eiweiss- 
korper,"  Dissert.:  Leipzig,  1864;  Victor  Paschutin  Du  Bois  /['''^•'P^f  ^.f^^' 
Kuhne,  Verhandl.  d.  naturUst.  med.  Ver.  zu  Heidelh.N  F.,yol.y.  1876.  Heiden- 
hain  and  his  pnpU  Podolinski  come  to  the  conclusion  that  the  ferment  which  dis- 
solves proteid  does  not  originate  in  the  pancreatic  gland,  but  is  derived  from 
a  substance  formed  in  the  gland  during  secretion  (Piiuger  s  Arch.,  vol.  x.  p. 
557  ;  1875 ;  and  vol.  xiii.  p.  422  :  1876).  Compare  also  Giov.  Weiss.  Virohow  a 
Arch.,  vol.  Ixviii.  p.  413 :  1876.  ,  .      ^    i  ' 

t  Museums,  Compt.  rend.,i.  1.  p.  785:  1860;  or  Ann^  cUra.et 
t.lx.p.203:  1860;  Gomp.  rend.,t.  Ixviii.  p.  1267:  1869;  t  Ixx.  p.  857 .  1870. 
t  Ixxviii  2  p.  1413:  1874;  Ann.  chim.  et  phys.,  ser.  v.  t.  u.  p.  385:  lb/4. 
Paye"  Ann.  cMm.  et  phys.,  ser.  iv.  t.  iv.  p.  286:  1865  ;  Coutaret  Cornpt. 
rend  t  Ixx.  p.  382:  1870;  Aug.  Sohwarzer,  Journ.  f.  praht.  Chem.  N.  J.,  vol.  i. 
D  212-  1870-  B.  Schulze  u.  Marker,  Dingler's  Polytechnuches  JourJi.,  vol.  ccvi, 
p  245  -  1872  •  Briioke,  SitzungsbericMe  d.  Wiener  Akad.,  vol.  Ixv.  part  m.  p. 
126-  1872  -  0.  O'Sullivan,  Journ.  of  Chem.  Soc,  ser.  ii.  vol.  x.  p.  579:  1872  ;  E. 
sLlze  Ber.  d.  deutsch.  chem.  Ges.,  vol.  vii.  p.  1048:  1874;  Nageh,  •  Beitrage 
Lr  Kenntniss  der  Sfarkcgruppe : "  Leipzig,  1874 ;  0.  Nasse,  Pfli  ger^  Arch.  JoX. 
xiv  V  473  •  1877.    Musculus  und  v.  Mering,  ZMr.  f.  physiol.  a>em  vol.  i. 

878-  and  vol  ii.  p.  403:  1878;  Musculus  und  G.  Gruber,  ZetUchr.  f. 
phS^ol'.  cL:,  vol.  ii.  p.  177 :  1878.  Compare  also  the  review  of  works  by  v. 
Mering,  Du  Bois'  Arch.,  pp.  389-395 :  1877. 
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of  sugar  produced  forms  but  half  of  the  entire  weight  of  the 
starch,  and  that  this  sugar  is  not  grape-sugar,  but  maltose. 
(CiaHoaOii  +  H2O),     The  remainder  is  dextrin,  and  this 
dextrin  cannot  be  converted  into  sugar  by  further  action  of 
the  ferments.    It  has  also  been  discovered  that  there  are 
two  varieties  of  dextrin,  of  which  one  is  coloured  red  by 
iodine,  while  the  other  remains  colourless.    It  has  been 
further  ascertained  that  a  certain  carbohydrate,  so-called, 
soluble  starch,  which  also  gives  a  blue  colour  with  iodine, 
occurs  as  an  intermediate  product  between  ordinary  starch 
and  the  dextrins.    Finally,  it  has  been  found  that  even  the 
original  starch  flour  is  not  a  chemical  entity,  but  that  the 
concentric  layers  of  the  starch  granule  are  composed  of 
various  carbohydrates  in  different  proportions. 

The  final  products  of  the  decomposition  of  starch  are,  at 
any  rate,  different  in  the  living  organism  to  those  produced 
by  artificial  digestion  outside  the  body ;  the  starch  appears 
to  be  completely  converted  into  grape-sugar.  Even  in  long- 
continued  artificial  pancreatic  digestion  of  starch,  grape- 
sugar  (dextrose)  always  occurs  together  with  maltose.* 
Maltose  and  dextrin  cannot  be  found  in  the  blood  and  in  the 
tissues,t  and  in  the  case  of  diabetic  patients,  who  are  unable 
to  destroy  the  carbohydrates,  grape-sugar  alone  appears  in 
the  urine  after  starch  has  been  eaten. 

We  know  as  little  concerning  the  changes  that  cellulose 
undergoes  in  the  intestine  as  we  do  concerning  the  fate  of 
dextrin.  Outside  the  body,  cellulose  is  neither  altered  by  the 
pancreatic  juice  nor  by  any  other  digestive  secretion.  But, 

Hol^r^'  "^'^  V  Mering,  ZeUschr.  f .  physiol.  Chem.,^o\.  ii.  p.  403  •  1879- 
Horace  T.  Brown  and  John  Heron,  Liebig's  Annal.,  pp.  204,  228 :  ^880 

portal  vl"tav  t  f    T''"""':  carbohydrates  in  the  blood  of  the 

a^Jt  aTothTb  ^Lue  Duf  ^  T^,'  '''' 

..moll  ^,,0  f*-  •        ^"'^  P-  70:  1879.    But  only  very 

small  quantities  are  eoncerned,  and  perhaps  even  these  only  occur  occas  onllT/ 

fug  r  as  roZe:;^  t'T  n'''  ''^  ^'^-^  ^^^^  °^  '"^^  '^^^     converted  info 
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as  a  fact,  a  large  portion,  as  we  have  already  seen  (p.  81), 
disappears  in  the  intestine.    I  imagine  that  it  is  a  fermenta- 
tive action  which  enables  the  epithelial  cells  of  the  intestine 
to  dissolve  the  cellulose,  and  perhaps  also  to  convert  the 
dextrin  into  sugar.    This  power  has  frequently  been  observed 
ia  unicellular  bodies.    I  may  refer  to  the  behaviour  of  the 
Vampyrella,  which  has  already  been  described  (p.  4),  and 
which  dissolves  the  wall  of  cellulose  of  the  algse-cells.    A  few 
authors  have  adopted  the  view  that  the  cellulose  is  not  made 
use  of  in  our  body  at  all  as  food,  but  is  split  up  by  parasitic 
bacteria  in  oui-  intestines,  into  carbonic  acid  and  marsh  gas. 
That  such  a  decomposition  of  cellulose  by  bacteria  does  take 
place,   has  been  incontestably  proved  by  Hoppe-Seyler's 
experiments,*  which  render  it  probable  that  it  also  occurs  m 
the  digestive  canaLj    But  it  is  doubtful  whether  aU  the 
cellulose  that  disappears  in  the  digestive  canal  is  split  up  m 
this  manner.J 

The  pancreatic  juice  exercises  a  fermentative  action  on 
PATS  similar  to  that  on  carbohydrates;  decomposition  takes 
place  with  hydration.    The  fats  are  well  known  to  be  com- 
pound ethers,  combinations  of  a  trivalent  alcohol,  glycerm, 
with  three  molecules  of  monobasic  acids,  principally  stearic 
acid,  palmitic  acid,  and  oleic  acid.    Beside  which,  certain  fats 
contain  small  quantities  of  volatile  fatty  acids,  such  as  butyric 
acid  in  the  fats  of  milk.    By  the  action  of  the  pancreatic 
ferment,  the  fat  molecule  takes  up  three  molecules  of  water, 
and  splits  up  into  glycerin  and  into  three  molecules  of  fatty 
acid     This  action  of  the  pancreatic  juice  was  discovered  by 
Bernard.^    How  large  a  portion  of  the  fats  is  thus  broken 

*  Hoppe-Seyler,  Ber.  d.  deutsch.  chem.  Ges.,  vol.  xvi.  p.  122:  1883;  and 

'°'t  Compare  H.  Weiske,  Ghem.  Gentralh.,  vol.  xv.  p.  385 :  1884;  Henneberg  and 
par!  atX'ta  Du  Bois'  ArcU.,  p.  515 :  1881.    According  to  th.s  .nve.txgatxon. 
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up  in  the  intestine  cannot  be  stated,  but  it  is  probably  a  very 
small  one.  For  the  decomposition  of  fats,  at  least  in  experi- 
ments on  artificial  digestion,  goes  on  very  slowly,  whereas  the 
absorption  of  fats  proceeds  very  rapidly.  But  it  is  quite 
sufficient  if  only  a  minute  part  of  the  fats  is  decomposed,  for 
the  whole  amount  of  fat  is  thereby  rendered  capable  of  being 
converted  into  a  fine  emulsion,  in  which  form  it  passes 
through  the  intestinal  wall. 

The  emulsifying  of  fats  is  brought  about  in  the  following 
manner.    It  is  well  known  that  the  neutral  fats  can  only  be 
saponified,  i.e.  split  up  into  glycerin  and  salts  of  fatty  acids 
to  form  soaps,  by  free  alkalies.    Carbonates  of  the  alkalies 
have  no  action  on  neutral  fats,  but  only  on  free  fatty  acids  ; 
the  carbonic  acid  is  driven  out  of  the  salts  by  the  stronger 
acid,  and  a  salt  is  formed  by  the  combination  of  the  fatty 
acid  with  alkali.    Fatty  acids  and  neutral  glycerides  are  inti- 
mately miscible  in  every  proportion.     In  such  a  mixture  of 
fat  and  a  small  quantity  of  fatty  acid,  the  molecules  of  the 
fatty  acid  are  thus  always  to  be  found  among  the  molecules 
of  the  neutral  glycerides.    If  a  solution  of  carbonate  of  soda 
act  upon  this  mixture,  a  soapy  solution  is  formed  every- 
where between  the  molecules  of  the  neutral  fats.    By  this 
means  the  whole  mass  of  fat  is  immediately  converted  into  a 
fine  emulsion  of  microscopically  small  drops.    Perfectly  fresh 
neutral  fat  cannot  be  emulsionized  by  a  solution  of  soda.  If, 
on  the  other  hand,  rancid  fat  be  taken,  i.e.  fat  in  which  a 
part  of  the  fatty  acids  has  already  been  set  free  by  the  action 
of  putrefactive  ferments,  or  if  a  small  amount  of  free  fatty 

v^hich  was  carried  out  in  Ludwig's  laboratory,  the  decomposition  of  tlie  fats  begins 

nietirr  ^^"^  ''''''''^y  ^"'"^  '°  the  same  conclu^ 

iMedtcal  Tcmesand  Gazette,  new  ser.,  vol.  xvii.  p.  210:  1858).    Tlie  decomposi- 

n?^Z  ..l-  ^'"^"^^y  "y  '"^  unorganized  ferment 

11  nfT  Putrelnctive  organisms.    The  cause  of  the  decomposi- 

tion of  Ms  m  artificml  pancreatic  digestion  has  been  so  interpreted.  But  Nenclci's 

J n  tn^TT    ^  '  P       :  1886)  show  that 

ti.c  pancreatic  ferment  decomposes  as  much  fat  if  phenol  be  present  as  if  there 
were  no  antiseptic. 
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acids  be  added  to  the  neutral  fat,  the  emulsion  is  at  once 
formed.  When  rancid  oil  is  poured  on  to  a  dilute  solution 
of  soda,  the  two  layers  of  fluid  combine  directly  they  are 
gently  shaken,  and  the  whole  is  converted  into  an  opaque, 
uniform,  and  milky-looMng  liquid.  Under  the  microscope, 
the  fat  is  seen  distributed  in  minute  drops. 

There  are  other  alkaline  salt  solutions  which  can,  like  the 
carbonates  of  soda  or  of  potassa,  combine  with  free  fatty  acids 
to  form  soaps.  Such,  for  instance,  is  the  phosphate  of  soda 
with  the  formula  Na,HPO,.  This  salt  with  fatty  acids  gives 
soap  and  acid  phosphate  of  sodium,  NaH.PO,.  As  we  shall 
soon  see,  the  bile,  which  contains  alkaline  salts,  acts  m  a 
similar  manner  on  fatty  acids.* 

Carbonate  of  soda  is  contained  in  the  pancreatic  secretion, 
for  the  analysis  t  of  the  ash  shows  that  the  secretion  contains 
more  sodium  than  is  necessary  for  the  saturation  of  the 
strong  mineral  acids  present.    Two  weak  acids  divide  the 
remainder  among  themselves:  proteid  and  carbomc  acid. 
The  intestinal  juice  is  likewise  very  rich  in  carbonate  of  soda, 
as  we  shall  soon  see.    By  the  action  of  these  alkahne 
secretions,  the  fat  is  thus  distributed  in  minute  particles, 
which,  as  previously  described  (pp.  3-4),  are  passed  on  to 
the  commencement  of  the  chyle-vessels  by  the  active  inter- 
vention of  the  epithelial  cells. 

It  now  only  remains  to  consider  the  action  of  the  pan- 
creatic secretion  on  the  third  main  group  of  food-stuffs, 

*  The  emulsifying  action  of  alkaline  salt  solutions  has  long  been  known  to 
technical  chemists;  it  is  practically  employed  in  dyeing  articles  Turkey  red 
Marcet  was  the  first  to  draw  attention  to  its  physiological  bemng  (ilfed^cai 
S  aid  Gazette,  new  ser.,  vol.  xvii.  p.  209  :  1858).  Also  Briicke  S^tzung^er. 
TmLr  Maa.  Matn..nat.  Cla.se,  vol.  Ixi.  part  ii.  p^  ^,^^/.;''%,?Ts  • 
!l«n  T  Stciner  Du  Bois'  Arch.,  p.  286  :  1874;  Joh.  Gad,  ibid.,  p.  181 :  18<S. 
Sorg  QuS  Pflyger's  Arck.,  vol.  xix.  p.  129:  1879;  and  Max  v.  Frey.  Du 

S'er^and  SchSdt,''Die  Verdauungssafte  u.  der  Stoffwechsel,"  p.  245: 
^■7  nnr  Lciozi-  1852.  The  sulphuric  acid  given  in  the  analysis  must  not  be 
Sr^iTto  cl'deTailn.  because  it  did  not  arise  tOl  the  sulphur  in  the  albumen 
was  incinerated. 
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the  PROTEiDs.  By  the  action  of  the  pancreatic  ferment,  as 
well  as  of  that  of  the  gastric  ferment,  the  albumens  lose 
their  colloid  character;  they  become  diffusible,*  and  are  no 
longer  coagulable;  they  are  converted  into  peptones.  The 
gelatin-yielding  substances  undergo  a  similar  alteration;  they 
become  dissolved,  and  the  solutions  lose  the  power  of  forming 
a  jelly  in  the  cold.f  ° 

The  peptonizing  action  of  the  pancreatic  juice  was  for  a 
long  time  doubted,  until  Corvisart+  decided  the  matter  in 
the  affirmative.     Kiihne,  who  was  present  at  Corvisart's 
experiments,  afterwards  carried  out  a  series  of  exhaustive 
experiments  on  the  subject  in  Germany.^    Kiihne  obtained 
the  secretion  from  eleven  dogs  with  a  temporary  pancreatic 
fistula,  and  he  found  that  "amazing  quantities  of  boiled 
fibrm  and  proteid  were  dissolved  by  the  juice  without  any 
trace  of  putrefaction,  in  from  half  an  hour  to  three  hours  at 
a  temperature  of  40°  C,  so  that  the  larger  portion  was  con- 
verted mto  a  substance  not  coagulable  at  boiling  heat  which 
was  readily  diffusible  through  vegetable  parchment." 

_  When  a  fresh  pancreas  was  cut  up  into  small  pieces  with, 
scissors,  and  left  to  stand  from  three  to  sii  houi's,  mixed  with 
a  large  quantity  of  fibrin  and  water,  heated  to  40°  C  the 
gland  disappeared  with  the  fibrin,  leaving  but  a  trace  beMnd. 
The  reaction  after  complete  solution  was  alkaline.  Only  a 
smaU  portion  of  the  decomposed  proteid  could  be  precipitated 
by  acetic  acid  and  by  boiling.  ||    The  solution,  when  filtered, 

§  J.  Kdhne,  VirchoWs  ^rcl.,  vol.  Al  t'llf'^seT 
II  For  an  account  of  the  P-inhniir,      -j  ,i 
alburaoaes,  etc.,  which  occur  in  th  '^"^'^'"^n,  parapeptone,  propeptone, 

pancreatic  and  gastric  d  '  tion  tZr""  ^-^P*""^'  - 

vol.  vii.  p.  1  :  1859;  Briicke  S,      f'^'T"''  f-       ^ed.,  III.  Eeihe. 

ueii,  ^eittchr.f.  Biolog.,  vol.  six.  p.  159:  1883;  vol.xx. 
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was  concentrated,  at  from  60°  to  70°  C,  to  one-sixth  of  its 
volume,  and  mixed  with  95  per  cent,  of  alcohol.  This 
precipitated  the  peptones  in  flocculent  masses.  When  the 
filtered  solution  was  concentrated  and  cooled  down,  tyrosin 
first  separated  out  in  crystals ;  then,  on  further  concentration, 
leuein  crystallized  out,  in  botryoidal  masses-"  leucm  cones. 
382  parts  of  dried  fibrin  and  15-2  of  dried  pancreas  yielded- 

11-0  undissolved  remainder  |  ^ 

42-0  coagulated  albumen  ) 
211"2  peptone  n 

13-3  tyrosin  256-1 

31-6  leucin  ^ 

397-2  -  53-5  =  343-7  dissolved  proteid. 
From  this  it  appears  that  100  parts  of  fibrin  gave  61  of 
peptone,  3-9  of  tyrosin,  9-1  of  leucin,  and  26  of  products  that 
we  are  at  present  unacquainted  with.  _ 

It  might  be  supposed  that  the  amido-acids,  leucin  and 
tyrosin,  are  not  split  off  from  the  proteid  molecule  by  the 
action  of  a  pancreatic  ferment,  but  by  the  fermentative  action 
of  putrefactive  organisms.    The  pancreas  and  its  juice  are 
substances  eminently  prone  to  putrefaction,  and  the  alkalm 
reaction  is  favourable  to  the  development  of  putrefactive 
organisms.    It  is  this  liability  to  putrefaction  which  makes 
it  so  much  more  difficult  to  carry  out  experiments  on  artificial 
pancreatic  digestion  than  on  gastric  digestion     We  know 
I  fact,  that  peptones  and  amido-acids  are  ^ox^-^^  f^^^^^ 
proteids  by  the  action  of  putrefactive  organisms.    But  Kuhne 
Lets  this  objection  by  experiments,*  which  were  carried  out 

,    -.oQd    vnl   xxii  r,  m-  -iSSG;  -R.  Berth,  Monatshefte  f.  Ghent.,  yo\y. 
heft  iii. :  1876. 
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with  the  use  of  the  antiseptic,  salicylic  acid.  He  showed 
that  concentrated  salicylic  acid,  while  arresting  the  develop- 
ment of  putrefactive  germs,  does  not  inhibit  the  action  of  the 
pancreatic  ferment,  and  that  amido-acids  are  still  formed 
under  these  conditions. 

Kiihne  is  of  opinion  that  amido-acide  are  also  formed  in 
the  intestine  of  living  animals.    He  tied  the  intestine  of  a 
live  dog  above  the  entrance  of  the  pancreatic  duct,  and  again 
four  feet  lower  down,  introduced  cannulaB  at  the  upper  and 
lower  extremities  of  the  intestine  he  had  tied,  and  passed  a 
stream  of  water,  heated  to  40°  C,  through  it  until  it  was 
quite  clean.    Fibrin  was  then  put  in  the  piece  of  intestine, 
and  the  wound  in  the  abdomen  was  closed.    The  dog  was 
killed  after  four  hours,  and  the  piece  of  intestine  cut  out. 
Among  the  contents  were  found  peptone,  tyrosin,  and  leucin. 
It  may  be  a  priori  doubted,  on  teleological  grounds, 
whether,  under  normal  conditions,  the  amount  of  amido-acids 
formed  in  the  intestine  is  a  large  one.    It  would  be  a  waste 
of  chemical  potential  energy,  which  would  ,serve  no  purpose 
when  converted  into  kinetic  energy  by  their  .decomposition, 
and  a  reunion  of  the  products  of  such  a  profound  decompo- 
sition outside  the  intestinal  wall  is  highly  improbable.  And, 
mdeed,  Schmidt-Miilheim,*  in  numerous  experiments  on  the 
contents  of  the  intestines  of  dogs  fed  on  meat,  could  only  find 
traces  of  amido-acids  or  else  none  at  all. 

On  boiling  proteids  with  dilute  acids  and  alkalies,  peptones 
again  appear  at  first,  and  amido-acids  later  on. 

We  will  now  inquire  into  the  nature  of  the  process  by 
which  albumen  is  converted  into  peptone. 

As  peptone  occurs  as  an  intermediary  product  in  the 
formation  of  undoubted  decomposition-products  of  amido- 
acids  from  proteid,  it  may  reasonably  be  imagined  that  the 
peptones  are  the  first  immediate  products  of  decomposition. 
This  view  is  further  confirmed  by  the  analogy  of  fermentative 

_      *  Sohmidt-Miilheim,  Du  Boia'  Arch.,  p.  39 ;  1879. 
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action  and  of  the  action  of  acids  and  alkalies  on  complex 
organic  compounds  of  known  composition.  In  all  these 
processes  decomposition  is  accompanied  by  hydration.  The 
same  pancreatic  ferment  which,  accompanied  by  hydration, 
splits  up  the  fats  into  glycerin  and  fatty  acids,  and  starch 
flour  into  dextrine  and  sugar,— this  same  ferment  also 
changes  the  proteids  into  peptones.  What  is  more  natural 
than  to  conclude  that  the  peptones  are  also  formed  from  the 
proteids  by  a  process  of  decomposition  accompanied  by 
hydration  ? 

It  is  a  very  seductive  theory  to  assume  that  the  colloid 
and  insoluble  proteids  are  polymeric  products  of  the  soluble 
peptones,  just  as  the  colloid  and  insoluble  carbohydrates, 
such  as  glycogen,  gum,  starch,  or  cellulose,  are  polymeric 
products  of  the  soluble  sugars,  and  that -the  peptone  mole- 
cules  after   absorption   are   again   combined  into  proteid 
molecules,  just  as  the  sugar  molecules  are  united  to  form 
glycogen  in  animal  tissues,  or  starch  and  woody  fibre  m 
vegetable  tissues.    But  it  must  be  remembered  that  this 
theory  is  only  based  upon  analogy.    At  present  nothing 
certain  is  known  about  the  nature  of  peptones.    It  is  not 
known  whether  the  peptones  are  decomposition-products  of 
proteid,  or  even  whether  the  decomposition -products  them- 
selves are  alike  or  differ  from  each  other,  or  whether  the 
peptones  have  arisen  from  proteid  either  by  a  rearrangement 
of  atoms  without  alteration  of  the  size  of  the  molecules,  or  by 
hydration. 

In  experiments  on  the  composition  of  peptones,  the  error 
has  always  been  made  of  using  impure  material.  The 
albumen  chosen  for  the  production  of  peptone  has  generally 
been  the  fibrin  of  the  blood  (compare  Lecture  XIII.).  We 
do  not  know  how  many  different  proteids  there  are  in  the 
coacTulum  of  fibrin ;  but  we  know  for  certain  that  the  nuclei 
and^emains  of  the  broken-up  leucocytes,  as  well  as  whole 
leucocytes  and  the  stromata  of  red  blood-corpuscles,  are  all 
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contained  in  this  eoagulum.  This  method  of  subjecting  a 
conglomeration  of  substances  and  organisms  to  elementary- 
analysis,  and  of  afterwards  comparing  the  result  with  the 
analysis  of  a  mixture  of  the  products  of  our  experiment, 
can  lead  to  no  satisfactory  conclusions.  But  this  method  of 
research  is  the  most  exact  that  has  been  employed  in  the 
work  on  peptone.*  Now  that  we  are  in  a  position  to  produce 
crystalline  proteid  compounds,  all  experiments  on  the  com- 
position of  peptones  which  are  made  on  other  material  are 
utterly  worthless. 

As  it  has  not  been  found  possible  to  crystallize  the  pep- 
tones from  their  solution,  or  to  produce  compounds  capable 
of  crystallization,  or  even  compounds  of  constant  composition, 
Maly  t  has  adopted  the  method  of  fractional  precipitation,  in 
order  to  decide  the  question  whether  the  peptone  solution, 
obtained  from  the  blood-fibrin  by  artificial  pepsin  digestion, 
contains  a  single  peptone  or  a  mixture  of  different  peptones. 
Maly  mixed  the  clear  and  highly  concentrated  peptone  solu- 
tion with  strong  alcohol,  until  a  portion  of  the  peptone 
separated  out  in  adhesive  floccula  (fraction  1)  ;  the  filtrate 
was  again  precipitated  out  with  alcohol  (fraction  2) ;  and, 
finally,  the  remaining  alcoholic  solution  was  evaporated  to 
dryness  (fraction  3).  If  the  peptone  solution  contained 
several  different  peptones,  we  should  expect  to  find  that  the 
various  fractions  possessed  a  varying  composition;  for  we 
cannot  assume  that  the  different  peptones  have  the  same 
power  of  dissolving  in  dilute  alcohol.  Maly  found  that  the 
figures  were  so  nearly  the  same  in  the  ultimate  analysis  of  his 
three  fractions,  that  he  came  to  the  conclusion  that  only  one 
peptone  was  formed.  Maly's  pupil,  Herth,+  came  to  the 
like  conclusion,  from  an  experiment  carried  out  on  the 

*  Compare  E.  Maly's  critique  in  Pfluger's  Areh.,  vol.  xx.  p.  315  :  1879. 

t  E.  Maly,  PflUger's  Arch.,  vol.  ix.  p.  585  :  1874 
•    ^o^^^Vo^^'^^  '''^oratory  in  Graz),  Zeilschr.  f.  physiol.  Chem.,  vol. 

1.  p.  277  :  1877.  Compare  also  A.  Henninger,  «  De  la  natiu'e  et  du  role  phys.o- 
logique  des  peptones:"  Paris;  Compt.  rend.,  t.  Ixxxvi.  pp.  1413,  1464:  1878. 
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same  principle  with  solutions  of  peptone  obtained  from  egg- 
albumen. 

Maly's  and  Herth's  figures  have  not  convinced  me  of  the 
justice  of  this  conclusion.    It  is  particularly  to  be  regretted 
that,  in  the  ultimate  analyses,  the  amounts  of  sulphur  in  the 
fractional  precipitations  were  not  determined.    "We  should 
most  readily  have  expected  to  see  a  difference  in  the  amount 
of  sulphur.    If  we  regard  the  proteids  as  compounds  of  the 
peptones,  we  must  assume  that  there  are  several  peptones, 
some  rich  and  some  poor  in  sulphur,  or  else  some  containing 
sulphur,  and  others  without  any  sulphur,  for  the  reason  that 
the  amount  of  sulphur  in  the  different  kinds  of  proteid  varies 
so  remarkably  (compare  above,  pp.  58-60).    But  if,  on  the 
other  hand,  we  do  not  regard  the  peptones  as  decomposition- 
products  from  the  proteids,  we  must  assume  as  many 
different  peptones  as  there  are  proteids  of  varying  com- 
position.    There  are,  at  any  rate,  several  peptones.  A. 
Kriiger  *  has  recently  made  analyses  of  proteid  and  peptones, 
in  which  he  has  bestowed  especial  care  upon  the  estimation 
of  sulphur ;  but  unfortunately,  instead  of  using  pure  material, 
he  employed  fibrin  and  egg-albumen.    The  latter,  like  the 
albumen  of  blood-serum  (vide  Lecture  XIIL),  is  a  mixture  of 
at  least  two  different  kinds  of  proteid,  a  globuHn  and  an 
albumen. 

The  quantitative  estimates  of  the  amounts  of  carbon, 
hydrogen,  and  nitrogen  in  the  purest  of  the  peptone  pre- 
parations hitherto  made,  have  always  given  figures  which 
are  within  the  limits  between  which  the  composition  of 
proteid  varies.! 

*  Albert  Kruger,  Pfluger's  Arch.,  vol.  xliii.  p.  244  :  1888.  This  paper  contains 
a  anmmary  of  the  earlier  literature  ou  the  amount  of  sulphur  in  the  various  kinds 
of  proteid  and  the  different  ways  in  which  sulphur  is  combmed. 

+  The  divergence  in  the  results  recently  obtained  by  Kuhne  and  Chittenden 

:  ::;;r  t^o"  of  the  proteids  and  peptone,  on  Uieir 

power  of  intercepting  light,  and  their  behaviour  towards  polanzed  light.  But 
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Whether  all  proteid,  in  order  to  become  absorbed,  must 
be  previously  peptonized,  or  whether  a  part  is  taken  up 
unaltered;  whether  the  peptones  are  again  reconverted 
into  albumen  after  absorption,  and  where  this  conversion 
takes  place; — are  questions  which  will  be  treated  more 
in  detail  in  Lecture  XII.,  after  we  have  become  acquainted 
with  the  parts  played  by  the  remaining  digestive  secretions, 
the  intestinal  juice  and  the  bile. 

these  iavestigations  have  not  led  to  any  unanimous  or  conclusive  results  (see 
J.  Be'cliamp,  Compt.  rend.,  vol.  xciv.  p.  883:  1882;  A.  Poehl,  "  Ueber  das  Vor- 
kommen  u.  die  Bildung  des  Peptons  ausserlialb  des  Verdauungsapparates  u. 
iiber  die  Eiickbildung  des  Peptons  in  Eiweiss,"  Dorpater  Dissert. :  St.  Peters- 
burg, Eottger,  1882;  and  Ber.  d.  deutsch  cliem.  Ges.,  p.  1152:  1883).  The  fact 
observed  by  Dauilewski,  that  the  heat  of  combustion  of  the  peptones  is  less  than 
that  of  the  proteids  (Gentralb.  J.  d.  med.  Wissensch.  Nos.  26  and  27:  1881),  can 
also  be  interpreted  in  several  ways.  This  fact  agrees  with  the  decomposition 
hypothesis  just  as  well  as  with  tbe  theory  that  hydration  is  the  essence  of  pep- 
tonization. It  has  been,  moreover,  quite  lately  noted  that  the  peptones  could 
be  reconverted  into  proteids  by  the  action  of  dehydrating  agents.  But  all  these 
statements  bear  the  character  of  preliminary  communications.  They  are  not, 
therefore,  suitable  for  critical  discussion  ia  a  text-book.  See  Henninger,  Compt. 
rand.,  t.  Ixxsvi.  p.  1464:  1878;  Hofmeister,  Zeitsohr.  f.  physiol.  Chem.,  vol.  ii. 
p.  206:  1878;  and  vol.  iv.  p.  267:  1880;  Danilewski,  Centralb.  /.  d.  med. 
^^^8sensch.,  No.  42,  1880:  Schmidt-Miilheim,  Du  Bois'  Arch.,  p.  36:  1880;  A. 
Poehl,  loc.  Git.,  and  Ber.  d.  deutsch.  chem.  Ges.,  p.  1355:  1881;  p.  1163:  1*883.' 
Compare  also  0.  Loew,  Pduger's  Arch.,  vol.  xxxi.  p.  405 :  1883 ;  and  E.  Neumeister, 
Ztdtschr.f.  Biolog.,  vol.  xxiii.  p.  394:  1887. 
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INTESTINAL  JUICE  AND  BILE. 


Thiry,*  by  bis  bold  vivisection,  was  the  first  to  obtain  and 
examine  the  intestinal  juice,  the  secretion  of  Lieberkiihn's 
glands,  in  a  pure  state.    Thiry  opened  the  abdomen  of  dogs, 
after  they  had  fasted  for  twenty-four  hours,  by  an  incision  in 
the  linea  alba.    A  coil  of  small  intestine  was  drawn  out,  and 
a  piece  from  10  to  15  cms.  in  length  cut  out,  without  injury  to 
the  mesentery.    The  edges  of  the  two  ends  of  the  intestine 
were  sewn  together  in  the  usual  way.    One  end  of  the 
resected  piece  of  intestine  was  closed  by  the  intestinal  cross- 
stitch,  and  replaced;  the  other  end,  left  open,  was  sewn  mto  . 
the  wound  in  the  stomach.    Although  Thiry  did  not  treat  the 
wound  antiseptically,  he  succeeded  in  preventing  peritonitis 
in  a  few  cases,  and  in  getting  the  wound  to  heal  qmckly.  In 
from  two  to  five  days  the  animals  could  again  receive  food 
into  their  shortened  intestine,  and  remained  in  good  health 
for  months.   Quincke  t  has  repeated  these  experiments  several 
times  ;  one  of  the  dogs  experimented  upon  lived  for  nine 
months  after  the  operation,  and  died  from  an  accident.  An 
abundant  secretion  of  intestinal  juice  was  brought  about  m 
this  isolated  piece  of  intestine  by  mechanical  and  chemical 
stimulation,  especially  by  acids.     The  juice  was  readily 
obtained  for  examination  by  putting  in  small  pieces  ot 

*  Thirv  Situnqsher.d.  Wiener  Ahad.,  vol.        17:  ISQi.  rr/.w, 
t  H  Quincke.  Du  Bois'  Arch.,  p.  150  :  18G8.   Compare  also  Leube.  Centralb. 
f.  d.  med.  Wissenscli.,  p.  289  :  1868. 


INTESTINAL  JUICE. 


203 


sponge,  which  were  removed  after  a  time  and  squeezed 
out. 

To  the  obvious  objection  that  a  secretion  thus  obtained 
was  not  normal  intestinal  juice,  Thiry  and  Quincke  replied 
with  the  following  arguments:   1.  The  microscopic  exami- 
nation of  the  intestinal  wall  showed  no  changes  in  its  histo- 
logical structure,  as  a  whole,  or  in  Lieberkiihn's  glands,  even 
several  months  after  the  operation.    2,  The  circulation  in 
the  mesentery  and  the  innervation  did  not  appear  to  be  dis- 
turbed; the  reflex  mechanism  was  maintained.    3.  Intestinal 
parasites  continued  to  live  in  the  isolated  piece  of  intestine : 
a  Nematode  and  a  Tania  serrata,  the  latter  of  which  from 
time  to  time  cast  off  ripe  segments.    This  last  argument  is 
rendered  convincing  by  the  fact  that  these  creatures  only 
exist  under  certain  conditions,  and  that   most  kinds  of 
intestinal  worms  only  live  in  certain  portions  of  the  ali- 
mentary canal  of  definite  animal  species. 

The  secretion  obtained  from  the  isolated  piece  of  intestine 
proved  to  have  no  action  on  all  three  of  the  main  groups  of 
.  organic  aliments ;  fats  and  starch  flour  remained  unaltered. 
Of  the  proteids,  according  to  Thiry,  only  the  blood-fibrin  was 
dissolved,  but  no  other  kinds  of  proteid,  such  as  bits  of  meat, 
coagulated  egg-albumen ;  gelatin  did  not  lose  its  power  of 
gelatinizing.    Quincke  could  not  even  confirm  the  action  of 
the  secretion  upon  fibrin;  he  found  the  intestinal  juice  quite 
mactive  on  all  food.    Lehmann*  also  came  to  the  same 
conclusions,  when  he  examined  the  secretion  from  an  isolated 
piece  of  goat's  intestine.     Many  further  experiments  on 
artificial  digestion  have  been  carried  out  with  extracts  from 
the  intestinal  mucous  membrane  of  various  animals.  In 

J  Wenfzl'^^Tn'?"""?  P-       =  1884.    Compare  also 

results  on     oi^^     ^"'"f'  P"  ^  =  1886.    L.  Vella  obtained  different 

Te  ^e  u  ?n  ^^P^^i'"^^*^       dogs  (Moleschotfs  Unt.  zur  Natur- 

piratSn  divergence  of  opinion  does  not  as  yet  admit  of  ex- 
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these  experiments  there  was  either  no  action  to  be  observed 
on  any  article  of  diet,  or  a  very  sHght  one  only  on  boiled 
starch  flour,  when  sugar  was  formed.  But  no  importance 
should  be  attached  to  the  last  results,  as  a  ferment  with  a 
slow  action  upon  boiled  starch  may  be  extracted  from  every 
tissue. 

Lastly,  Demant*  has  more  recently  made  experiments 
on  the  action  of  the  intestinal  juice  in  human  beings. 
Demant  had  the  opportunity  of  collecting  pure  intestinal 
juice  from  the  lower  portion  of  intestine,  in  a  case  of  artificial 
anus  after  herniotomy,  which  occurred  in  Leube's  hospital- 
practice  in  Erlangen. 

A  part  of  the  intestine  bulged  out  like  a  sausage  from  the 
fistulous  opening  (of  which  there  were  two)  belonging  to  the 
•lower  portion  of  the  mtestine.    Usually  but  little  juice  oozed 
out  of  this  opening  ;  the  supply  was,  however,  abundant  after 
meals,  and  could  be  collected  in  a  glass  tumbler  which  was 
held  underneath  without  touching  the  intestinal  mucous  mem- 
brane.   In  this  manner,  from  15  to  25  c.cms.  of  the  secretion 
were  obtained  in  the  course  of  one  day.    The  secretion  thus 
occurred  without  any  direct  chemical  or  mechanical  stimula- 
tion of  the  mucous  membrane,  merely  from  the  normal  reflex 
irritation,  which  proceeded  from  the  upper  portions  of  the 
alimentary  canal.    It  is,  therefore,  probable  that  Demant 
reaUy  obtained  the  normal  secretion,  and  not  an  mflamma- 
tory  transudation  of  mucous  membrane,  brought  about  by 
abnormal  irritation. 

The  intestinal  juice  of  man,  experimented  upon  by 
Demant,  appeared  to  produce  no  change  in  any  form  of 
proteid,  nor  in  fibrin  and  fats.  It  had  a  very  slight  action 
on  boiled  starch,  which  in  numerous  experiments  never 
occurred  till  five  hours  had  elapsed,  at  from  36°  to  38°  C. 
No  trace  of  sugar  could  be  detected  before  this  time  had 
passed. 

*  Bernh.  Demant,  Yirchow's  Aroh.,  vol.  Ixxv.  p.  419  :  1S79. 
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If  the  intestinal  juice  has  no  action  upon  food,  of  what 
importance  is  it?  Will  not  its  chemical  composition  enlighten 
us  here  ?  Quincke  found  that  it  contained  remarkably  little 
of  any  organic  constituents ;  in  fact,  only  0'5  per  cent.,  which 
was  chiefly  albumen.  Thiry  found  somewhat  more.  Both 
investigators  agreed  that  the  amount  of  inorganic  salts  was 
0-9  per  cent. ;  among  these  carbonate  of  soda  is  the  chief. 
Both  Thiry  and  Quincke  remarked  that  the  intestinal  juice 
effervesces  on  the  addition  of  acids,  and  the  same  thing  has 
been  noticed  by  Demant  with  the  human  secretion. 

The  importance  of  the  intestinal  juice  lies  undoubtedly 
in  the  large  amount  of  carbonate  of  soda  it  contains.  Its 
function  is  to  neutralize  the  acids  of  the  intestinal  contents, 
and  to  emulsify  the  fats  with  the  surplus  carbonate  of  soda 
(compare  above,  p.  193).  It  has  to  supersaturate  not  only  the 
hydrochloric  acid  of  the  gastric  juice,  but  also  the  acids, 
sometimes  existing  in  far  larger  quantities,  and  which  arise 
from  the  butyric  and  lactic  acid  fermentations.  The  rapidity 
of  the  passage  of  the  carbonate  of  soda  through  the  intestinal 
wall  must  therefore  be  proportionate  to  the  acidity  of  the 
intestinal  contents.  For  as  soon  as  the  carbonate  of  soda 
became  over-saturated,  the  absorption  of  fat  would  necessarily 
be  at  a  standstill.  This  is  prevented  by  reflex  mechanism. 
Thiry  and  Quincke  observed  that,  on  stimulating  the  intestinal 
mucous  membrane  with  acids,  the  secretion  of  the  alkaline 
intestinal  juice  at  once  became  more  copious. 

To  this  interpretation,  that  the  emulsifying  and  absorption 
of  fats  is  brought  about  by  the  carbonate  of  soda  in  the 
intestinal  juice,  the  objection  has  been  raised  that  the 
absorption  of  fats  begins  earlier  in  the  upper  part  of  the 
mtestme,  where  the  reaction  of  the  intestinal  contents  is 
always  acid.  It  is  said,  further,  that  during  digestion  the 
chyle-vessels  in  the  duodenum  become  opaque  and  white, 
through  being  filled  with  droplets  of  fat,  and  also  that  the 
contents  of  the  entire  small  intestine  as  far  as  the  cfficum 
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occasionally  give  an  acid  reaction.*  To  this  I  would  reply, 
that  it  is  not  the  reaction  of  the  internal  part  of  the  food- 
mass  which  is  of  importance,  but  the  reaction  of  its  surface 
which  comes  in  contact  with  the  absorbing  intestinal  wall. 
That  this  latter  always  remains  alkaline  is  due  to  the  above- 
mentioned  reflex  mechanism. 

It  appears  to  me  that  the  carbonate  of  soda  in  the  intes- 
tinal juice  also  serves  another  purpose.  The  food  absorbs 
hydrochloric  acid  in  the  stomach;  the  molecules  of  hydro- 
chloric acid  are  distributed  among  the  minutest  particles  of 
organic  food.  When  the  sodium  carbonate  neutralizes  the 
acid,  the  carbonic  acid  thus  liberated  effectually  separates 
the  minute  particles  of  the  organic  food  from  each  other. 
The  bulk  of  the  food  is  more  thoroughly  broken  up,  and  the 
digestive  ferments  gain  more  complete  and  easy  access  to  the 
individual  particles,  and  so  effect  the  rapid  solution  of  the 
food  in  the  intestine. 

In  conclusion,  I  must  not  omit  to  mention  that  another 
explanation  has  been  given  by  Hoppe-Seyler  of  the  action 
of  the  intestinal  juice,  which  is  opposed  to  mine.  Hoppe- 
Seyler'st  view  is  that  no  special  intestinal  juice  probably 
exists  as  a  secretion  of  Lieberkiihn's  glands,  or  of  the  in- 
testinal mucous  membrane  ;  at  any  rate,  he  sees  at  present 
no  proof  of  its  existence.  He  thinks  that,  the  quantitative 
composition  of  the  supposed  intestinal  juice  being  identical 
with  that  of  the  blood-plasma  and  of  lymph,  we  cannot 
regard  the  fluid  obtained  from  Thiry's  intestinal  fistula  as 
being  anything  but  a  transudation  brought  about  by  abnormal 

stimulation.  ~  ,  •  4.1, 

In  reply,  I  would  merely  ask  how  we  are  to  explain  the 
fact  that  the  intestinal  contents,  which  give  an  acid  reaction 
the  upper  portion  of  the  small  intestine,  even  after  ad- 


m 


*  Th  Cash,  Du  Bois' ^rc7i.,  p.  323:  1880. 

t  Hopptsiler,  "  Physiologiscbe  Che.ie,"  pp.  ^70  ^75 :  Berliu  1881.  Com- 
pare Arthur  Hanau,  Zdtsch.  f.  Biolog.,  vol.  xxu.  p.  195 :  1886. 
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mixture  with  the  pancreatic  juice  and  with  bile,  are  nearly 
always  markedly  alkaline  in  the  lower  portion  of  the  intes- 
tine, and  this  in  spite  of  the  incessant  lactic  and  butyric  acid 
fermentations.* 

Hoppe-Seyler  teaches  that  the  inversions  of  the  intestines, 
designated  as  Lieberkiihn's  glands,  serve  only  to  enlarge  the 
absorbent  intestinal  surface,  and  that  the  supposed  glandular 
epithelium  is  only  a  continuation  of  the  absorbent  epithelium 
of  the  vUH.  On  the  other  hand,  Heidenhain  asserts  that  the 
epithelium  of  Lieberkiihn's  glands  differs  very  much  morpho- 
logically from  the  epithelium  of  the  vilH,  and  that,  as  the 
intestinal  contents  never  penetrate  into  Lieberkiihn's  glands, 
these  could  not  serve  for  absorption. 

The  BILE,  the  secretion  of  the  liver,  is  the  only  secretion 
poured  into  the  digestive  canal  which  remains  for  our  con- 
sideration. The  secretion  of  bile  is  not  the  only  function  of 
the  liver.  This  is  soon  seen  by  comparing  the  size  of  the 
liver  and  the  smaH  amount  of  bile  produced  with  the  size 
of  other  glands  and  the  quantity  of  their  secretions.  The 
human  liver  weighs  from  1500  to  2000  grms.,  and  produces 
m  twenty-four  hours  about  400  to  600  grms.  of  bile.f  The 

iR7q/  J'''™"f  Siyen  by  Schmidt-Miillieim  (Du  Bois'  Arch   p  56  • 

Jo,f '  7  ;Z  '"^  """"^  ''^  °"  t,oiled  to  shreds,  fou^d  thS  tL 

isdfi.  -Rill        |°**>,-t>ioncllot,    Essai  sur  les  fonctioiis  du  foie  "  etc  •  Pnr;= 

PMaer's  Arch.  vol.  vi  p  igl  ■  >S79    w  w^^i  ,  ',  ^^^^  ' 

vol.  xi.p.  588:  1873       Lm  F^^ L  eTh^"'  ""T'"  ^^V' 
p.  116  :  1884.    The  amonnt  nflvf     T     1  of  Physiol,  vol.  v. 

men  with  bilinry  1"  r  "'^ 

open,  and  a  part'ortho  bi    ~dCto^r   I'  '7-  '""^"^ 
ductus  choledochus  had  been  ti  d  a  fa^  1  T"'""'''  "'^^'^ 

proportionate  to  their  weilt    B vfi        ,  ^'f  ^""^  °''*'»>'^''d 

froi  13  to  29  grn^s  of  b  let  tw  ■  ^'"^  "^-209)  found 

iu  the  case  of  Igs  :  with  cats         '  *°  """"^  kilogmmra^  of  weight, 

fes    wun  cats,  an  average  of  14-5  ;  sheep,  25-4 ;  rabbits,  136-8. 
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parotid,  whicli  only  weighs  from  24  to  30  grms.,  produces  in 
the  same  time  from  800  to  1000  grms.  of  secretion.  This 
simple  fact  shows  that  the  liver  probably  has  other  functions 
to  perform.  We  must  refer  our  readers  to  another  lecture 
(Lecture  XVIII.)  for  an  account  of  the  numerous  and  compli- 
cated chemical  processes  that  go  on  in  this  the  largest  of  all 
the  glands,  and  of  the  origin  of  the  bile  from  the  constituents 
of  the  blood.  At  present  we  have  only  to  do  with  the 
secretion,  when  effected,  and  its  significance  in  intestinal 
digestion. 

The  digestive  secretions  which  have  been  under  con- 
sideration do  not  contain  any  specific  constituents,  if  we 
exclude  the  ferments  which  we  are  unable  to  isolate.  So 
far  as  our  knowledge  goes,  they  consist  only  of  substances 
which  are  distributed  all  over  the  body.  The  chief  part  of 
desiccated  bile,  on  the  other  hand,  is  found  to  consist  o 
specific  organic  compounds,  which  are  either  not  met  with  at 
all  elsewhere  in  the  animal  body  or  only  in  traces.  ^^e 
will,  therefore,  proceed  to  examine  these  compounds  more 

'^°'The  sodium  salts  of  two  complex  acids  form  the  chief 
constituents  of  the  bile  :  glycochoHc  acid  and  taurocholic 
acid  The  former  of  these  acids  splits  up,  on  boiling  wi  li 
acid's  and  alkalies  as  well  as  when  acted  on  by  ferments  with 
hydration,  into  an  acid  free  from  mtrogen,  cl^^l^^-  ^^^^^^^ 
into  a  substance  containing  nitrogen,  glycocoll.  The  tauro- 
chloric  acid  splits  up,  by  the  same  means,  into  cholahc  acid, 
and  into  a  body  containing  both  nitrogen  and  sulpnur, 
taurin.* 

1,  „  „f  Arlnlnh  Streoker  in  Liebig's  Annal.  (vol.  Ikv.  p.  130  : 
»  The  ots  vo   Sx.  p.  U9:  1849)  form  the  groundwork 

1848  ;  vul.  Ixvii.  p.  1 :  18+8  ■  "  '^^.j  ^^^j j^.    A,aoiig  later  works,  I  must 

of  all  subscqueBt  i^^^^^'^'^^^''^^^^" carr  d  out  by  Heiurich  Bayer  in 
particularly  notice  a  of  e.  er^^^^^^  ^  ..euschlicheu 

irk  don;  iu  Ibi.  field  is  also  given  here. 
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In  spite  of  numerous  investigations,*  little  is  known  con- 
cerning the  constitution  of  cholalic  acid.  It  appears  that 
the  cholalic  acids  from  the  biliary  acids  of  various  animals 
have  a  different  composition,  although  possessing  similar 
physical  and  chemical  qualities.  The  formula  for  the  cholalic 
acid  of  human  bile  was  found  by  H.  Bayer  to  be  CisHjgO^, 
while  that  of  the  cholahc  acid  in  bullock's  bile  was  found 
to  be  C^H«05. 

The  constitution  of  glycocoll  (glycin)  is  accm-ately  known. 
This  substance  can  be  synthetically  produced  from  mono- 
chlor-acetic  acid  and  ammonia,  and  is  therefore  the  same 
as  amido-acetic  acid— CH2(NH2)C00H.  It  cannot,  be  traced 
m  a  free  state  in  the  animal  body,  but  occurs  in  combination 
with  another  acid  than  cholalic  acid,  as  hippuric  acid.  We 
shall  soon  meet  with  it  again.  It  undoubtedly  originates  in 
the  animal  body  from  proteid.  It  can  be  artificially  prepared 
from  gelatin  by  boiling  with  dilute  acids,  and  gelatin  is  a 
derivative  of  proteid.  Being  produced  from  gelatin,  amido- 
acetic  acid  received  the  name  glycocoll  (gelatin  sugar). 

Taurin  shows  its  origin  from  albumen  by  the  amount  of 
sulphur  it  contains.  Kolbe  f  succeeded  in  producing  it 
synthetically  in  the  following  manner:  chlorethyl-sulphonate 
of  silver,  C,H,ClS03Ag,  heated  at  100°  C.  in  sealed  tubes  with 
a  concentrated  solution  of  ammonia,  yields  silver  chloride 
and  amido-ethyl  sulphonic  acid,  C2H,(NH2)S03H.  This  is 
identical  with  the  taurin  obtained  from  bile. 

The  comparative  amounts  of  taurocholic  and  glycoeholic 

*  Of  late  years  the  following  authors  have  worked  more  particularly  on  the 

p.  60  Sitzungsher.  d.  Wiener  Akad.,  vol.  Ixxxvii.  part  ii  •  April  1878- 

Ber.  d.  deutsch.  diem,  tfes.,  vol  xii  n  lfi97.  istq     n  V  ^P"^"'/"'"' 

1880;  vol.  XV  p  713.  X       i  =  PP-  1052,1911: 

Stan  iVo«a  La  i;  c  L  ^"l- ^viii.  p.  3039  :  1885;  as  well  as  Hammar- 
d2lZe^'i;:;^^TS^  ^^-l-  ^  ^i'- •  133/  ••  KutscheroiT,  Ber.  d. 

t  Kolbe.  Ann.  d.  aem.  u.  PMrm.,  vol.  cxxii.  p.  33  :  1862. 
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acids  vary  in  the  bile  of  different  animals.  Glycocholic  acid 
predominates  in  bullock's  bile,  whereas  the  bile  of  carniyora 
appears  to  contain  taurocholic  acid  only  ;  at  any  rate,  this  is 
true  of  dog's  bile.*  Both  acids  are  found  in  human  bile  m 
very  varying  proportions,  although  glycocholic  acid  always 
predominates.!  Jacobsen  even  found  the  human  bile  in  one 
case  quite  free  from  sulphur,  and  in  three  other  cases  the 
sulphur  was  only  contained  as  a  sulphate  .J 

To  the  specific  constituents  of  bile  belong  also  the  bile 
colouring  matters,  of  which  two  occur  in  the  bile  of  most 
vertebrates ;  one  red-brown,  bihrubin,  and  the  other  green, 
biliverdin.    The  first  is  readily  converted  into  the  second  by 
oxidation.    According  to  the  preponderance  of  one  or  the 
other,  and  according  to  the  amount  of  each,  the  bile  is  of 
a  yellow,  brown,  or  green  colour.    Both  colom'ing  matters 
have  been  obtained  in  a  crystalHne  form.    Bilirubin  has 
the  composition  Cg^HaeNA;  biliverdin,  Cs^HssN.Os^  They 
are  closely  related  to  htematin  and  haBmoglobm,  and  we 
shall  have,  later  on,  to  consider  their  mode  of  origin  fi-om 
the  latter  in  greater  detaH.    Both  colouring  matters  behave 
like  acids ;  they  form  soluble  compounds  with  metals  of  the 
potassium  group,  insoluble  ones  with  those  of  the  calcium 
group.    Certain  gall-stones  owe  their  origin  to  the  formation 
of  these  insoluble  compounds  in  the  bihary  ducts,  under  con- 

*  Strecker,  ^nn.  d.  Chen.,     P/~,  vol.  Ixx.  p.  178  :  18i9;  Hoppe-Seyler, 
Journ.f.  praht.  Chem.,  vol.  Isxxis.  p.  283  :  1863. 

and  E.  F.  Horroun.,  Journ.  of  Physiol.,Yol.  v.  p.  116 :  1884. 

t  O.  Jacobsen,  loo.  oit.,  p.  1028.  iSR'?- 
I  S  adeler  Vierteljahrschrift  der  Zuncher  naturf.  Ges.,  vol.  viu.  P-  1-  If  3. 
.   ^  TriTj,   vol  cxxxii  p.  323:  1864;  Thudichum, /ouru.  f.prakt.  Chem., 
iT-cfv.  p.1:3  :f868rSaly!  Jo.r..  ,  praU.  0/...,  vol  civ.  p.  28  :  1808;  or 

vol.  clxxxi.  p.  106 :  1876. 
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ditions  which  have  not  yet  been  sufficiently  investigated. 
The  amount  of  colouring  matter  in  normal  bile  is  always  very 
small.  Stadelmann*  found,  for  instance,  an  average  of 
0-16  grm.  of  bilirubin  in  a  dog's  bile  in  twenty-four  hours. 
These  colouring  matters  do  not  appear  to  be  of  any  importance 
in  intestinal  processes. 

^  Besides  these  specific  constituents,  the  bile  always  con- 
tains soaps,  lecithin  and  cholesterin  (see  Lecture  VI.).  The 
quantity  of  the  latter  is  considerable ;  it  may  amount  to  2^ 
per  cent.  It  is  absolutely  insoluble  in  pure  water,  and  is 
kept  dissolved  m  the  bile  by  the  presence  of  soaps  and  bHe 
salts.  Under  pathological  conditions,  of  which  nothing 
definite  is  known,  cholesterin  separates  out  in  the  biliary 
ducts  and  forms  concretions,  which  are  partly  pure  and 
partly  mixed  with  bilirubin  and  carbonate  of  lime. 

Lastly,  mucin  belongs  to  the  constant  biliary  constituents. 
This  is  not,  however,  a  product  of  the  liver-cells,  but  of  the 
epithelial  cells  which  line  the  mucous  membrane  of  the  larger 
biliary  ducts,  and  especiaUy  of  the  gall-bladder.  The  latest 
and  most  complete  experiments  on  the  chemical  qualities  of 
mucm  have  been  carried  out  by  Landwehr.f  He  arrives 
at  the  conclusion  that  mucin  is  a  compound  of  albumen 
with_  a  colloid  carbohydrate,  which  latter  he  designates 
animal  gum." 

I  subjoin  the  following  analyses  as  instances  of  the  highly 
variable  quantitative  composition  of  human  bile  :- 

Ernst  Stadelxuann,  ArcK  f.  e.per.  Fatk.  u.  PUarm.,  vol.  xv.  p.  349/ 

^^i^ntotT;\'''S^^^^  122: 
1885.  ^        •  Centralb.  f.  d.  vied.  Wissensoh.,  p.  3Gy : 


212 


LECTURE  XI. 


Obtained  from  the  Gall-Bladder, 


From  a 
Fistula. 


IN  1000  PABTS  OV  BILE. 


"Water 

Solid  substances 
Mucin 

Other  substances  in- 
soluble in  alcohol 

Taurocholate  of  so- 
dium 

Glycocholate  of  so- 
dium 

Palmitate  and  stear- 

ate  of  soda 
Oleate  of  soda 

Fat  

Lecithin 
Cholesterin  . . 
Inorganic  salts 

KCl  

NaCl  

Na.,C03 
NagPO^ 

CaCO  

Ca(P0,)2      . . 
Mg,P,0,  . 
CaSO^ 
FePO^ 


Frerichs.' 


Gorup-Beaanez.f 


3  So 


860-0 
1400 

26-6 
102  2 


3-2 

1-6 

6-5 


g  <1 


::} 


859-2 
140-8 

29-8 
91-4 


9-2 

2-6 
7-7 


°  s 

-  <u 


a 

*s  . 

«  « 

o  g 

to  ^ 

c  tJ  ^ 
3  g« 

a !» 


Trifanowsky.  % 


Collected  from 
gall-bladders 
In  post-iuorteins 


II. 


822-7 
177-3 

22-1 
107-9 


808-1 
101-9 

14-5 
56-5 


2-5 
20 


0-2 

Trace 


2-0 
2-5 


2-8 

0-4: 
Trace 


47-3 
10-8 


Hoppe-  Jacob- 
Seyler.}  seii-H 


•a 

a 


30-9j 
6-3 


908-8 
91-2 
24-8 

4-6 


7-  5 
21-0 

8-  2 

5-2 
2-5 


910-8 
89-2 

13-  0 

14-  6 


19-3 

4-4 

16-3 

3-6 
0-2 
3-4 


12-^^ 
1-4/ 


8-7 
30-3 
13-9 

5-3 
3-5 


977-4 
22-6 

2-3 


10-1 

1-4 

0-10 

0-05 

0-56 

8-5 

0-28 

5-5 

0-  95 

1-  3 

0-37 
Trace 


Trace 


Trace 


These  analyses  show  that  the  bile  obtained  from  the  gall- 
bladder is  much  more  concentrated  than  that  obtained  from 
the  fistula.  It  is,  therefore,  evident  that  an  absorption  of 
water  occurs  in  the  gall-bladder.  The  analyses  of  dog's  bile 
by  Hoppe-Seyler,1[  in  which  he  compared  the  bile  found  in  the 


1851. 


*  Frerichs,  Hannover.  Ann.,  Jahrg.  v.  Heft  i. :  1845. 

t  Von  Gorup-Besauez,  Frage-r  Vierteljahrschr.,  vol.  iii.  p.  86 

X  Trifanowsky,  Pfluger's  Arch.,  vol.  ix.  p.  492  :  1874. 

§  Hoppe-Seyler,  "  Physiologische  Chemie,"  p.  301 :  Berlin,  1881. 

II  0  Jacobsen,  Ber.  d.  deutsch.  chem.  Ges.,  vol.  vi.  p.  1026 :  1873.  The  bile 
was  taken,  at  intervals  of  a  few  days,  from  a  biliary  fistula  open  for  several 
weeks,  the  patient  being  a  powerful  man.  ,,,001 

"1  Hoppe-SL-yler,  "  Physiologidche  C.iemie,"  p.  302 :  Berlin,  Hirschwald,  1881. 
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bladder,  and  collected  while  the  animal  was  fasting,  with  that 
from  a  temporary  fistula  on  the  same  animal,  are  in  accor- 
dance with  this  observation. 


ONE  HDNDBED  PARTS  OP  BILE  CONTAIN- 


Mucin 

Taurocholate  of  an  alkali 
Cholesterin 
Lecithin  . . 
Fats 
Soaps 

Other  organic  substances,  not  soluble  in  alcohol 
Inorganic  substances  not  dissolved  in  alcohol 
lu  the  above:  K^SO^ 

Na^SO^  . 

NaCl *  . 

NajCOj  ., 

Ca,2(P0), 

FePO,    . , 

CaCO,    . , 

MgO  ., 


Bile  from  bladder. 

Bile  from  fistula. 

I. 

II. 

X. 

II. 

0-454 

0-245 

O-O.'iS 

 , 

0170 

o  4uU 

0-449 

0-133 

0-074 

0-049 

2-692 

0-930 

0-118 

0-121 

2-841 

0-083 

0-335 

0-239 

3-J55 

0-104 

0-127 

0-110 

0-973 

0-274 

0-442 

0-543 

0-199 

0-408 

0-004 

0-022 

0-050 

0046 

0-015 

0-185 

0005 

0-056 

0-080 

0-039 

0017 

0-021 

0-019 

0-030 

0009 

0-009 

Having  ascertained  the  composition  of  the  bile,  we  must 
now  consider  its  uses.  There  has  been  much  dispute  on 
this  point.  Some  have  even  denied  that  it  is  of  any 
essential  use  whatever,  and  have  regarded  it  simply  as  an 
excretion  like  the  urine.  The  fact  that  the  bile  is  poured 
mto  the  commencement  of  the  intestine,  into  the  duodenum, 
IS  opposed  to  this  view.  If  the  bile  were  an  excretion,  we 
should  expect  the  ductus  choledochus  to  open  into  the  lower 
end  of  the  rectum,  just  as  the  ureter  opens  into  the  cloaca 
m  the  lower  vertebrates.  It  is  impossible  not  to  believe  that 
bile,  in  Its  long  passage  through  the  intestines,  must  have  some 
serious  duties  to  perform. 

The  constituents  of  the  bile  are,  to  a  very  large  extent, 
reabsorbed  by  the  intestine-a  fact  which  is  strongly  opposed 
to  Its  bemg  an  excretion.    The  bile  acids,  which  constitute 
the  most  important  components,  are  split  up,  by  the  ferments 
*  The  largest  part  of  the  NaOl  was  dissolved  by  alcohol,  and  not  estimated. 
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contained  in  tlie  intestine,  into  cholalic  acid  and  taui-in  or 
glycocoll;  the  latter,  a  very  easily  soluble  substance,  dis- 
appears entirely.*  Of  the  cholalic  acid  only  a  very  small 
part  is  separated  by  the  faeces.  Concerning  the  ultimate  fate 
of  the  taurin  nothing  is  known  with  certainty.t 

If  the  bile  were  an  excretion  like  urine,  we  should  expect 
to  find  the  quantity  of  nitrogen  and  sulphur  in  the  bile 
varying  proportionately  with  the  amount  of  proteid  decom- 
posed in  the  body.    As  a  matter  of  fact,  this  is  not  the  case. 
We  know  from  the  researches  of  Kunkelt  and  Spiro,§  con- 
ducted on  dogs  with  biliary  fistulse,  that  only  a  small  part  of 
the  sulphur  and  nitrogen  resulting  from  proteid  metabolism 
appears  in  the  bile,  and  that  it  is  but  very  slightly  increased 
by  a  larger  supply  of  food.    When  the  amount  of  albumen 
allowed  the  dog  was  multiplied  eightfold,  the  nitrogen  and 
sulphur  of  the  bile  were  only  doubled. 

All  these  facts  speak  in  favour  of  the  view  that  the  bile 
must  be  regarded  as  a  secretion,  like  the  other  secretions 
which  are  poured  into  the  alimentary  canal  and  exert  a 
manifestly  important  influence  on  the  articles  of  food.  But 
the  following  fact  shows  that  the  bile  occupies  a  peculiar 
position.  The  secretion  of  the  bile  begins  in  the  third 
month  of  embryonic  Hfe ;  the  activity  of  all  the  other  glands 
which  empty  their  secretions  into  the  alimentary  canal  does 
not  commence  till  after  birth,  when  food  is  first  taken.  || 

*  On  the  further  fate  of  the  glycocoll,  see  Lecture  XVI. 

+  The  most  extended  researches  on  taurin  have  been  made  by  Sulkowski, 
Ber.  d.  deutsch.  chem.  Ges.,  vol.  v.  heft  xiii. :  1872;  vol.  vi.  p.  744,  etc.:  1S73 ; 
Virchow's  Arch.,  vol.  Iviii.  p.  460  :  1873. 

t  Kunkel,  "  Unt.  iiber  den  Stoffwechsel  in  der  Leber :  "  Wiirzburg,  1875 ;  Ber. 
d.  sdch.  Ges.  'd.  Wissensch. :  November,  1875;  Pfliiger's  Arc!,.,  vol.  xiv.  p.  344: 

^^1'  Spiro,  Du  Bois'  Arch.,  Suppl.,  p.  50 :  1880  (from  Ludwig's  laboratory  in 

'^^Tzweifel,  "Unt.  uber  den  Vcrdauungsapparat  des  Neugeborenen  : "  Berlin, 
1874  An  account  of  the  comprehensive  literature  on  the  action  of  the 
diges'tive  glands  in  embryonic  life  is  to  be  found  in  W.  Preyer's  "tfpecuUo 
Physiol,  rles  Embryo,"  p.  306 :  Leipzig,  1885. 
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It  has  been  attempted  to  decide  the  question  as  to  the 
function  of  the  bile  in  intestinal  processes,  by  watching  the 
digestive  disturbances  which  occur  when  the  bile  is  with- 
drawn.*   It  appears  that  dogs  with  a  biliary  fistula  digest 
albumen  and  carbohydrates  as  completely  as  dogs  in  normal 
health.    They  can  be  adequately  fed  on  lean  meat  and  bread. 
Fat  is  the  only  food-stuff  that  they  cannot  entirely  digest,  and 
a  considerable  part  of  it — more  than  half  if  much  be  eaten 
— reappears  in  the  excreta,  which  for  this  reason  are  of  a 
light  grey  or  white  colour.    This  is  not  owing  to  the  want  of 
the  bile  colouring  matters,  as  was  originally  thought.  The 
black  colour  of  the  normal  faeces  after  meat  diet  is  not  caused 
by  the  bile  colouring  matters,  but  by  hsematin  and  sulphide 
of  iron.    If  the  light  grey  excretion  of  an  animal  with  a 
biliary  fistula  or  of  a  jaundiced  person  be  extracted  with  ether, 
which  dissolves  the  fat,  the  dark  colour  is  again  evident.  In 
consequence  of  the  imperfect  absorption  of  the  fat,  the  other 
food-substances  cannot  be  completely  digested.     The  fat 
encloses  the  proteids,  which  become  decomposed  by  the 
putrefactive  organisms  of  the  intestine.    This  explains  the 
putrefactive  smell  of  the  faBces  and  the  intestinal  gases  in 
dogs  with  a  biliary  fistula.     The  breath  of  the  animals 
becomes  fetid.    These  symptoms  are  all  absent  when  a  diet 
without  fat  is  given. 

Many  of  the  dogs  with  a  biliary  fistula  that  have  been 
under  observation  became  very  thin,  and  a  few  died  with 
every  symptom  of  starvation.    This  is  readily  comprehen- 

*  Schwann,  Arch.f.  Anat.  u.  Physiol,  p.  127  :  1844;  Blondlot,  "  Essai  sur  les 
fonctions  du  foie  et  de  ses  annexes :  "  Paris,  1846 ;  Bidder  and  Schmidt,  loc.  cit. ; 
Kollicker  and  MuUer,  Verh.  d.  phys.  med.  Ges.  zu  Wiirzlmrg,  vol.  v.  p.  232  :  1854 ; 
vol.  vi.  1855 ;  Arnold,  "  Zur  Physiol,  der  Galle,"  Denkschrift  fur  Tiedemann  : 
Mannheim,  1854 ;  and  "  Diephysiol.  Anstalt  der  Universitiit  Heidelberg  :  "  1858  ; 
C.  Voit,  Beitf.  zur  Biolog.  Pestgabe  Th.  Bischoflf  zum  Doctorjubilaum,  Stutt- 
gart, p.  104 ;  F.  Rohmann,  Pfliiger's  Arch.,  vol.  xsix.  p.  509 :  1882.  The  obser- 
vations on  icteric  patients  are  in  complete  harmony  witli  those  on  dogs  witii  biliary 
fistula.  In  this  connection,  see  Fr.  Muller,  Sitzungsher.  der  physilcal.  ined.  Ges.  zu 
Wiirzburg,  No.  7:  1885. 
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sible  if  we  consider  how  high  the  heat-equivalent  of  fats 
is,  and  how  difficult  it  is  to  replace  this  potent  source  of 
energy  by  other  articles  of  food.  It  is  necessary  for  this 
purpose  to  consume  very  large  quantities  of  proteid  and  carbo- 
hydrates, and  the  digestion  of  these  substances  is  disturbed 
by  the  presence  of  the  unabsorbed  fat.  Therefore  only  those 
dogs  kept  their  weight  which  were  fed  on  food  as  far  as 
possible  free  from  fat,  and  that  in  very  large  quantities. 

It  is,  therefore,  an  undoubted  fact  that  bile  aids  in  the 
absorption  of  fat.  This  power  is  explained  by  the  emulsifying 
action  on  fats  already  mentioned  (pp.  193-194),  which  the 
bile  possesses  in  common  with  the  pancreatic  and  intestinal 
juices.  In  agreement  with  this  is  the  fact  that  the  withdrawal 
of  the  bile  only  diminishes  the  absorption  of  fat,  and  does  not 
completely  stop  it.  Possibly  it  is  not  only  the  emulsifying 
action  of  the  bile  which  assists  in  the  absorption  of  fat. 
Wistinghausen  *  showed  that  when  oil  is  separated  from  a 
watery  fluid  containing  bile  in  solution,  by  an  animal  mem- 
brane soaked  in  bile,  it  filters  through  without  any  pressure, 
whereas  it  can  only  be  made  to  pass  through  a  membrane 
soaked  in  water  by  the  employment  of  high  pressure.  But 
the  intestinal  wall  does  not  behave  Hke  a  dead  membrane. 
Thanhoffer,t  who  first  observed  in  the  fi-og's  intestine  the 
active  functions  of  the  epithelial  cells  in  the  absorption  of  fats 
(compare  above,  pp.  3  and  4),  also  mentions  that  the  move- 
ment of  the  protoplasmic  processes  becomes  more  active 
when  the  epithelial  cells  are  moistened  with  bile. 

No  action  of  bile  on  albumen  could  be  demonstrated  in 
experiments  on  artificial  digestion.  A  slight  diastatic  effect 
was  indeed  noticed,  but,  for  the  reasons  above  stated 
(pp.  203-204),  no  weight  can  be  attached  to  this  observation. 

*  Wistinghausen,  "  Experimenta  quradaiu  endosmotioa  de  bill's  in  absorp- 
tione  adipum  neutralium  i)artibu8,"  Dissert. :  Dorpat,  1851.  A  translation  of 
this  dissertation  was  published  by  J.  Steiuer  in  Da  Bois'  Arch.,  p.  137:  1878. 

t  Ludwig  von  Tlianhotfer,  I'llugei's  Arch.,  vol.  viii.  p.  406  :  187-1. 


BILE. 


217 


An  antiseptic  property  has  also  been  ascribed  to  bile,  on 
account  of  the  putrefactive  phenomena,  mentioned  above, 
which  appeared  in  the  intestine  of  animals  provided  with  a 
bihary  fistula.    But,  as  was  then  shown,  these  signs  of  putre- 
faction are  capable  of  another  explanation  :  they  depend  only 
indirectly  upon  the  absence  of  the  bile.    For  as  the  bile 
cannot  even  protect  itself  from  putrefaction,  it  is  evident 
that  it  can  have  but  little  antiseptic  power.    Any  one  who 
has  experimented  with  bile  knows  that  it  emits  a  strong 
putrefactive  odour  after  a  few  days,  even  when  kept  at  the 
temperature  of  a  dwelling-room.    The  doctrine  of  the  anti- 
septic properties  of  bile   has  recently  again  found  sup- 
porters in  Maly  and  Emich.*    They  affirm  that  the  biliary 
acids,  and  especially  taurocholic  acid,  prevent /the  develop- 
ment of  putrefactive  organisms,  and  that  taurochohc  acid  in 
many  cases  is  nearly  as  powerful  as  salicyhc  acid  and  phenol. 
This  view  has  been  confirmed  by  Lindberger.f    But  still  it 
is  only  the  free  biliary  acids  that  hinder  putrefaction,  and 
not  the  salts.    This  explains  why  bile  itself,  which  is  alka- 
line or  neutral,  rapidly  decomposes  outside  the  body,  whereas 
the  biliary  acids  can  only  develop  their  antiseptic  properties 
in  the  upper  portion  of  the  small  intestine,  where  an  acid 
reaction  prevails. 

*  Maly  and  Fr.  Emioh,  Monatshefte  f.  Qievi.,  vol.  iv.  p.  89  :  1883. 

t  V.  Liudberger,  Bulletin  de  la  soc.  imp.  des  naturalistes  de  Moscow:  1884. 
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LECTUEE  XII. 

THE  PATHS  OP  ABSORPTION,  AND  THE  IMMEDIATE  DESTINATION 
OF  THE  ABSORBED  FOOD-STUFFS. 

We  have  hitherto  been  considering  the  fate  of  the  food- 
substances  in  the  intestine,  and  the  preparation  they  undergo 
previous  to  absorption.  Our  attention  must  now  be  given 
to  the  paths  which  the  food-stuffs  follow  in  undergoing 
absorption. 

The  investigations  of  Ludwig  and  of  his  pupils  Eohrig,* 
Zawilslii,t  von  Mering,t  and  Schinidt-Mulheini,§  have  thrown 
an  unexpected  light  on  this  subject.  Till  quite  recently,  it 
was  commonly  assumed  that  the  main  stream  of  nutriment 
passed  from  the  intestine  through  the  thoracic  duct.  But 
Ludwig's  experiments  have  shown  that  it  is  only  the  fats 
which  take  this  path.  The  whole  stream  of  watery  solutions, 
carbohydrates,  proteids,  salts,  etc.,  proceeds  from  the  intestine 
to  the  heart,  through  the  portal  system  and  the  liver.  The 
watery  solutions  penetrate  the  walls  of  the  capillaries  which 
form  a  network  on  the  internal  surface  of  the  intestine,  and 
enter  the  blood  direct.  The  droplets  of  fat  alone  are  brought 
to  the  commencement  of  the  lacteals  by  the  active  movements 
of  the  epithelial  cells.  || 

*  A.  Eohrig,  £er.  d.  sacks.  Ges.  d.  Wissensch.  Math.  phys.  Classe,  vol.  xxvi. : 
1 874 

t  Zawilski,  Arheiten  aus  der  plujsiol.  Anstalt  zu  Leipzig,  p.  147  :  1876. 
X  von  Mering,  Du  Bois'  Arch.,  p.  379  :  1877. 
§  A.  Schniidt-Mulheim,  ibid.,  p.  549. 

II  For  tlie  primary  course  of  the  fat-drops  in  absorption,  comp  ire  above,  pp.  6 
and  4, 
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If,  in  a  living  dog,  the  spot  where  the  thoracic  duct  opens 
into  the  jugular  vein  *  be  laid  bare,  a  canula  may  be  intro- 
duced into  the  duet,  and  the  amount  of  chyle  that  flows 
out  in  a  given  time  estimated.  The  astonishing  fact  was 
discovered  that  the  amount  was  no  greater  during  digestion 
than  in  a  fasting  animal. f  The  sole  difference  was  that  the 
fluid  was  transparent  in  the  case  of  fasting  animals,  whereas, 
after  food,  it  was  white  and  opaque  from  the  presence  of 
minute  particles  of  fat. 

On  the  other  hand,  the  amount  of  sugar  in  the  chyle  was 
not  found  to  be  greater  during  the  digestion  of  starch  and 
sugar  than  in  the  fasting  animal — 0"1  to  0-2  per  cent.J  The 
amount  of  sugar  in  the  chyle  was  always  the  same  as  in 
the  lymph  from  the  cervical  lymphatic  trunks,  and  in  the 
serum  §  of  the  arterial  blood.  The  sugar  of  the  chyle  had, 
therefore,  passed  through  the  walls  of  the  intestinal  capil- 
laries into  the  chyle-vessels  along  with  the  blood-plasma. 
From  inside  the  intestine  no  sugar  could  get  through  into 
the  chyle. 

Three  hundred  and  fifty  cubic  centimetres  of  chyle,  con- 
taining only  0-45  grm.  of  sugar,  flowed  during  the  space  of 
four  and  a  half  hours  from  the  thoracic  duct  of  a  dog,  after 
it  had  eaten  100  grms.  of  grape-sugar  and  100  grms.  of 
starch.  II 

We  must,  therefore,  conclude  that  the  sugar  reaches  the 
capillaries  and  the  portal  system  direct  from  the  intestine. 
Mering's  observations,  dealing  especially  with  this  point,  lead 
to  the  same  conclusion.  In  a  fasting  animal,  tbe  amount 
of  sugar  is  as  great  in  the  blood-serum  of  the  portal  vein  as 

*  For  tlie  mode  of  operation  and  the  precautions  adopted  during  the  sub- 
sequent post-mortem,  see  A.  Rohrig,  Joe.  c«..  pp.  12,  13;  and  Schmidt-Mulheim, 
loo.  ctt.,  pp.  559-561. 

t  Zawilski,  loc.  dt,  pp.  161,  162. 

X  von  Mcring,  loc.  cit,  pp.  382-381,  Sas! 

§  The  blood-corpuscles  contain  no  su^ar,  or  only  a  trace  of  it  (see  von 
Menug,  loo.  oil.,  p.  382 ;  and  A.  M.  Bleile,  Du  Bois'  Arch.,  p.  62 :  1879). 
II  von  Jloring,  loc.  cit,  p.  398. 
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it  is  in  the  serum  of  the  hepatic  veins  and  of  the  arterial 
hlood.  After  a  diet  of  carbohydrates,  the  quantity  of  sugar 
increases  in  the  blood-serum  of  the  portal,  but  not  in  that 
of  the  hepatic  veins.* 

It  appears  to  me  that  these  facts  may  be  most  readily 
interpreted  as  follows.    The  liver  has  the  duty  of  regulating 
the  amount  of  sugar  in  the  blood.    Sugar  is  important  as 
a  source  of  energy,  as  material  for  the  work  performed  by 
muscle  and  other  organs.    It  is  essential  that  this  material 
should  circulate  through  the  capillaries  of  the  organs  in  the 
necessary  proportion.    In  fact,  the  amount  of  sugar  in  the 
blood  has  always  been  found  tolerably  constant,  and  this  in 
many  investigations,  and  under  the  most  varied  conditions, 
both  in  a  state  of  starvation  and  in  repletion.    The  amount 
varies  in  the  total  blood  between  0-05  and  0-15  per  cent.,  and 
is  seldom  more  than  0-2  per  cent.    As  soon  as  there  is  more 
than  0-3  per  cent.,  caused  by  injection  of  solutions  of  sugar 
into  the  blood,  or  under  pathological  conditions,  some  of  it 
passes  into  the  urine.    A  surplus  of  sugar  in  the  blood  is 
normally  prevented  by  the  liver.     As  soon  as  the  amount 
of  sugar  in  the  portal  blood  is  increased  by  the  digestion  of 
carbohydrates,  and  threatens  to  increase  that  of  the  total 
blood,  the  liver  retains  some  of  the  sugar,  and  stores  it  up 
in  its  cells  in  the  form  of  a  colloid  carbohydrate,  glycogen, 
which  must  be  regarded  as  a  polymerisation-product  of  sugar 
(compare  Lecture  XVIIL).    But  as  soon  as  some  of  the  sugar 
has  been  used  up  in  the  organs,  and  the  amount  in  the  blood 
is  about  to  sink  below  the  normal,  the  liver  gives  up  a  part 
of  its  store.    The  liver  contains  a  ferment  which  can  at  any 
time  reconvert  the  glycogen  into  sugar  by  a  process  of 

*  Voa  Mering,  loc.  cit,  pp.  410-415.  A  description  of  P-^^Jf  ^.^'^^ 
of  obtaining  blood  from  the  portal  and  hepatic  veins  is  given  ut  pp.  407-410  A 
ot  obtaining  dio  1;^^^^^,,^       the  amount  of  sugar  in  the  blood  of  the 

"UViatr v^Ll  and  an  account  of  the  long  contest  on  this  sub,., 
will  be  found  at  pp.  402-406.  ...  - 


THE  PATHS  OF  ABSORPTION — FAT. 


221 


decomposition  accompanied  by  hydration.  This  sugar 
reaches  the  heart  by  the  blood  in  the  hepatic  veins.* 

If  we  pursue  this  teleological  consideration,  the  question 
arises  as  to  the  reason  why  the  amount  of  fat  in  the  blood  is 
not  regulated  in  the  same  way?  The  stream  of  fat  being 
poured  freely  into  the  innomminate  vein  goes  almost  directly 
to  the  heart.  May  not  this  be  fraught  with  danger  ?  The 
blood  is,  in  fact,  frequently  overflooded  by  the  stream  of  fat. 
If  blood,  which  has  been  taken  from  a  dog  a  few  hours  after 
a  meal  containing  an  abundance  of  fat,  be  defibrinated,  the 
serum  separated  out  after  the  blood-corpuscles  have  sunk, 
appears  as  white  as  milk,  occasionally  with  a  regular  cream- 
like layer  on  the  top.  This  abundance  of  fat  in  the  blood 
is  quite  harmless,  because  the  fat-droplets  are  so  small  that 
they  circulate  without  hindrance  through  the  capillaries. 
The  fat  gradually  disappears  from  the  blood,  for  the  obvious 
reason  that  it  travels  through  the  walls  of  the  capillaries,  and 
becomes  stored  up  in  the  cells  of  the  connective  tissue  (com- 
pare Lecture  XX.).  It  is  impossible  for  the  fat  to  be  decom- 
posed within  the  vessels,  since,  as  we  know,  processes  of 
oxidation  never  take  place  in  the  blood  (see  Lecture  XIV.). 

The  fat  which  reaches  the  blood  under  abnormal  con- 
ditions behaves  very  differently.  In  comminuted  fractures  of 
the  bones  causing  a  destruction  of  the  marrow,  which  contains 
a  great  deal  of  fat,  or  when  the  soft  parts  containing  much 
fat  are  damaged  in  any  way,  fat -droplets  are  often  drawn  into 
the  lymph-vessels  and  carried  with  the  lymph  into  the  blood. 
If  the  amount  of  fat  is  considerable,  the  larger  particles  of 
fat  block  the  pulmonary  capillaries  over  wide  areas,  cedema 

*  The  amount  of  sugar  in  the  blood  of  the  hepatic  veins  must  accordingly  be 
sometimes  smaller  and  sometimes  greater  than  that  in  the  portal  blood,  which 
explaius  the  apparent  discrepancy  among  the  investigators.  It  must  also  be 
romembered  that  in  consequence  of  the  abnormal  irritation  of  the  liver,  caused 
by  obtaining  the  blood  from  the  hupatic  vein,  a  decrease  of  glycogen  and  an 
increase  of  sugar  in  the  blood  of  the  hepatic  vein  is  very  liable  to  occur  (compare 
A.  M.  Bleile,  Du  Bois'  Arch.,  pp.  71,  75  :  1878). 
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of  the  lungs  is  set  up,  and  it  occasionally  happens  that  the 
patient  dies  with  all  the  signs  of  increasing  dyspnoea.  The 
fat  may  in  these  cases  seek  a  way  out  through  the  Hdneys, 
and  the  occurrence  of  droplets  of  fat  in  the  urine  after 
fractures  of  bone  is  not  at  all  uncommon. 

The  question  might  now  be  raised  as  to  why  this  fat, 
which  reaches  the  blood  from  the  tissues,  is  not  emulsified 
into  minute  droplets,  seeing  that  the  blood  contains  carbonate 
of  sodium  and  other  basic  alkaline  salts.  The  answer  is  to  be 
found  in  the  fact,  already  mentioned  (p.  193),  that  carbonate 
of  sodium  can  only  emulsify  fat  which  has  a  little  free  fatty 
acid  mixed  with  it,  and  not  neutral  glycerides  such  as  fresh 
fats  are.  But  no  fat  can  be  fresher  than  when  it  comes 
straight  from  the  living  tissues  into  the  current  of  blood. 

It  has  not  yet  been  decided  whether  all  fat  passes  from 
the  intestine  into  the  lacteals,  or  whether  a  part  enters  the 
blood  directly  through  the  walls  of  the  capillaries  of  the 
intestinal  villi.    Even  if  a  portion  does  take  the  latter  path, 
it  appears  to  be  inconsiderable.    Zawilsky  found  very  li  tie 
fat  in  the  blood  of  a  dog,  which  had  been  fed  on  a  high  y 
fatty  diet,  and  whose  chyle  was  drawn  off.    If  fat  passed  m  o 
the  capillaries  of  the  intestinal  villi  to  any  extent  we  shou  d 
expect  to  find  that  an  abundant  diet  of  fat  would  be  follow  d 
by  a  perceptibly  larger  increase  in  the  portal  than  m  the 
arterial  blood.   Comparative  estimates,  made  m  ^^f^f^^^ 
laboratory,  showed  that  there  was  the  same  amount  of  at  in 
both  kinds  of  blood.*    An  average  of  five  analyses  of  blood 
from  the  same  number  of  dogs  gave—  


Carotid  . . 
Portal  vein 


Dry  residue. 


22-34:  per  cent. 
22-84 


Amount  of  fat  in     Amount  of  fat  in  dry 
total  blood.  residue. 


0-86  per  cent. 
0-85 


3-65  per  cent. 
3-35  „ 


The  only  question  that  remains  for  us  to  consider  refers 
*  Heidenhain.  Pfluger'B  Arch.,  vol.  xli.  Suppl.  heft,  p.  95 :  1888. 
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to  the  path  the  peoteids  take  in  order  to  become  absorbed. 
There  are  special  difficulties  to  contend  against  in  experi- 
ments on  this  subject,  because  proteids  already  form  the 
chief  constituents  of  blood  and  lymph.  If  we  'consider  how 
large  is  the  amount  of  blood  which  passes  through  the  intes- 
tinal capillaries,  we  cannot  expect  to  be  able  to  trace  an 
increase  of  albumen  in  the  blood  in  consequence  of  intestinal 
absorption.  Ludwig  and  Schmidt  -  Miilheim,  therefore, 
adopted  another  method.  They  tied  the  thoracic  duct,  and 
found  that  this  did  not  in  any  way  prevent  the  absorption 
of  the  proteid,  and  that,  therefore,  the  proteid  takes  the  other 
path,  through  the  portal  vein.  I  will  here  quote  one  of  these 
experiments.* 

Weight  of  dog,  14-73  kgrms.  The  dog,  which  had  pre- 
viously fasted  for  four  days,  passed  all  his  urine  before  the 
operation.  The  jugular  and  subclavian  veins  and  lymphatic 
ducts  on  both  sides  were  now  tied.  An  hour  after  the 
operation,  and  again  on  the  following  afternoon,  the  dog  ate 
on  each  occasion  400  grms.  of  meat ;  and  the  whole  time  was 
in  excellent  condition.  Forty-eight  hours  after  the  operation, 
the  animal  was  killed  by  opening  the  carotid.  On  post- 
mortem examination,  the  chyle  was  found  completely  shut  off 
from  the  blood-vessels.  The  alimentary  canal  contained 
7-37  grms.  N.  It  thus  appears  that  683'24  grms.  of  meat 
were  absorbed  after  complete  interruption  of  the  chyle-current. 
The  urine  secreted  after  the  operation  contained  21-95  N,  an 
amount  corresponding  to  the  food  absorbed. 

Four  other  experiments  carried  out  in  the  same  manner 
gave  the  same  result.  We  thus  see  that  albumen,  like  all 
food-substances  dissolved  in  water,  enters  the  blood  directly 
through  the  walls  of  the  intestinal  capillaries. 

The  question  now  arises,  whether  all  albumen,  in  order 
to  be  able  to  follow  this  path,  must  be  peptonized  beforehand, 
or  whether  a  portion  of  the  albumen  is  absorbed  as  such. 

*  Schmidt-Mulbeim,  he.  cit,  p.  565,  Exp.  5. 
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There  is  no  a  priori  ground  for  supposing  that  proteid  is 
not  absorbed  unchanged.    If  fat-droplets,  visible  under  the 
microscope,  and  even  entire  leucocytes,  can  leave  the  blood- 
capillaries  and  travel  through  the  tissues,  why  may  not  a 
proteid  molecule  find  its  way  through  the  capillary  wall? 
Voit  and  Bauer  have  endeavoured  to  prove  this  experi- 
mentally.*   A  coil  of  small  intestine  of  a  live  dog  or  cat  was 
cleansed  of  all  contents,  and  a  piece  of  a  certain  length  was 
tied  at  both  ends  with  a  double  ligature  ;  a  solution  of  proteid 
was  then  injected  into  this  ligatured  piece,  the  coil  replaced, 
and  the  wound  in  the  stomach  closed.    The  percentage  of 
proteid  contained  in  the  solution  being  known,  the  operators 
estimated  the  quantity  injected  by  the  loss  of  weight  of  the 
syringe  used.    After  a  few  hours  the  animal  was  killed,  and 
the  amount  of  proteid  in  the  piece  of  intestine  was  estimated. 
It  was  invariably  found  that  a  considerable  portion  had 
disappeared  in  from  one  to  four  hours— from  16  to  33  per 
cent,  of  egg-albumen,  from  28  to  95  per  cent,  of  acid  albumen 
prepared  from  muscle.    Voit  and  Bauer  refute  the  obvious 
objection  that  the  coil  of  small  intestine  was  not  thoroughly 
cleansed  from  the  peptic  and  pancreatic  ferments,  as  they 
found  that  the  remainder  of  the  proteid  in  the  piece  that  had 
been  tied  was  always  completely  coagulable  by  boiling.  No 
peptone  was  present  with  the  proteid. 

Yoit  and  Bauer  have  also  injected  solutions  of  proteid  into 
the  rectum  of  fasting  dogs,  and  determined  the  absorption  of 
the  unchanged  proteid  from  the  increased  secretion  of  urea. 
Eichhorstt  draws  the  same  conclusion  from  similar  experi- 
ments These  experiments  are  open  to  the  objection  that 
the  pancreatic  ferment  may  extend  into  the  rectum.  The 
experiments  of  Czerny  and  Latschenberger,t  however,  are 
free  from  this  objection,  because  they  were  made  on  a  man 
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with  an  artificial  anus  at  the  sigmoid  flexurew  The  rectum 
could  be  syringed  quite  clean  through  the  fistula.  If  a 
solution  of  proteid  were  then  injected,  and  the  rectum  again 
washed  out  after  from  twenty-three  to  twenty-nine  hours,  it 
was  found  that  from  60  to  70  per  cent,  of  the  proteid  had 
disappeared. 

A  few  authors  have  gone  so  far  as  to  maintain  that  only 
the  unaltered  proteid  is  of  any  use  after  absorption  in 
replacing  the  proteid  used  up  in  the  tissue,  and  that  the 
peptones,  on  the  contrary,  undergo  rapid  further  decompo- 
sition, and  only  serve  as  sources  of  energy. 

Certain  facts  seem  to  agree  with  this  view.    A  fasting 
animal  is  very  economical  with  its  store  of  proteid,  and  its 
excretion  of  urea  is  very  limited;  whereas,  after  a  meal 
consisting  largely  of  proteids,  an  amount  of  nitrogen  closely 
corresponding  to  the  proteid  eaten  reappears  in  the  urine  in 
the  course  of  the  next  twelve  hours.    It  might  a  priori  be 
expected  that  the  nitrogenous  equilibrium  would  be  maintained 
if  a  fasting  dog  were  to  eat  as  much  proteid  as  corresponds  to 
the  nitrogen  excreted  in  hunger,  together  with  plenty  of  non- 
nitrogenous  food.    It  might  be  thought  that  it  would  be  in- 
different whether  the  necessary  proteid  were  derived  from  the 
food  or  from  the  animal's  own  tissues.    But  it  is  not  so.  If 
a  fastmg  dog  be  given  only  as  much  proteid  as  corresponds  to 
the  proteid  used  up  in  fasting,  it  still  goes  on  using  up 
the  nitrogenous  constituents  of  its  own  tissues.  Nitrogenous 
equihbrium,  i.e.  the  condition  in  which  the  animal  excretes 
no  more  nitrogen  than  he  takes  in,  is  not  established  until 
three  times  as  much  proteid  is  given.* 

Ludwig  and  Tschiriewf  injected  into  the  vein  of  a  doc. 
defibrmated  blood  from  another  dog.  This  only  caused  an 
inconsiderable  increase  of  nitrogenous  excretion.  But  if  they 
gave  the  dog  the  same  quantity  of  blood  by  the  mouth,  the 

•  Voit,  Zeitschr.f.  Biolog.,  vol.  iii.  pp.  29,  30  :  18G7 

T  S.  rschiriew,  Arheiten  am  dem  physiol.  Inalilut  zu  Leipzig,  p.  441  :  1874. 
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excretion  of  nitrogen  rose  proportionately  to  the  amount 
criven.  Forster*  attained  the  same  result  in  similar 
experiments, 

Proteid,  therefore,  behaves  very  differently  according 
to  the  way  in  which  it  reaches  the  blood  and  the  tissues. 
When  taken  up  from  the  intestine,  it  rapidly  undergoes  a 
destructive  metabolism. 

This  fact  was  quoted  in  support  of  the  theory  that 
peptones  are  not  assimilable.  It  was  claimed  that  proteids 
absorbed  from  the  intestine,  being  mostly  peptonized,  must 
therefore  go  on  decomposing  rapidly  ;  and,  further,  that  only 
that  portion  of  the  proteid  which  is  absorbed  as  siich  can  be 
used  in  building  up  the  tissues. 

But  the  facts  are  capable  of  another  interpretation,  tor 
we  now  know  that  the  peptones  are,  after  absorption,  re- 
generated into  proteid.     The  following  experiments  show 

this  to  be  the  case. 

Ploszt  fed  a  dog  ten  weeks  old  for  eighteen  days  on  an 
artificial  milk,  in  which  the  casein  and  the  proteids  were 
replaced  by  peptones.  The  animal  kept  its  health  on  this 
diet,  and  its  weight  increased  from  1335  to  1836  grms.,  or 
37-5  per  cent.  It  is  very  improbable  that  the  weight  could 
increase  so  much  without  a  corresponding  growth  of  the 
tissues  containing  proteid,  which  must,  therefore,  have  formed 
from  the  peptones  of  the  food, 

Plosz  and  Gyergyai  t  made  a  second  experiment  on  a 
full-grown  dog.  The  animal  was  fed  for  six  days  on  an 
artificial  mixture,  containing  peptone  instead  of  proteid. 
During  this  time  the  weight  increased  somewhat,  and  the 
excretion  of  nitrogen  was  a  little  less  than  that  taken  m 
This  experiment,  again,  can  only  be  interpreted  to  mean  that 
proteid  had  been  formed  from  the  peptones. 

*  T  TTorster,  Zeitschr.  f.  Biolog.,  vol.  ii.  p.  496  :  1875. 

+  P.  Plosl  kuger's  Lh.,  vol.  ix.  p.  323 :  1874.    Compare  Maly,  ibid.,  .ol. 

Ix.  p.  609  :  1874. 

X  P.  P103Z  and  A.  Gyergyai,  ibid.,  vol.  x.  p.  54o  :  18/5. 
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The  proteid  stored  in  the  animal  tissues  may  come  from 
two  sources :  from  that  which  has  been  absorbed  unaltered, 
and  from  that  formed  by  the  regeneration  of  the  peptones. 
But  what  quantitative  proportion  do  they  bear  to  each  other  ? 
How  large  is  the  portion  of  the  proteid  of  the  food  which  is 
peptonized  in  the  intestine?  Schmidt-Miilheim *  tried  to 
find  an  answer  to  this  in  the  following  manner.  He  fed  six 
dogs  on  boiled  meat,  killed  them  one,  two,  four,  six,  nine, 
and  twelve  hours  after  the  meal,  and  examined  the  contents 
of  stomach  and  intestine.  In  each  case  he  found  considerably 
more  peptone  than  dissolved  proteid,  both  in  stomach  and 
intestine.  It  thus  appears  that  the  greater  part  of  the  proteid 
became  absorbed  after  peptonization. 

What  is  the  fate  of  peptones  after  absorption  ?  They  are 
either  not  found  at  all  or  only  in  very  small  amount,  in  the 
blood  of  digesting  animals.  Schmidt-Miilheim  gives  the 
maximum  as  0-028  per  cent,  of  serum  ;  Hofmeister  found 
that  it  amounted  to  as  much  as  0-055  per  cent,  of  the  total 
blood.  Peptones  are  not  found  in  the  blood  of  fasting 
animals.t  As  might  be  expected,  they  cannot  be  detected  in 
chyle,  not  even  when  they  are  found  in  the  blood.l  If  pep- 
tone be  injected  into  the  blood,  it  passes  into  the  urine,  §  and 
none  can  be  traced  in  the  blood  after  from  ten  to  sixteen 
minutes.  II  Hofmeister  has  shown  also,  that  after  subcutane- 
ous injection  the  greater  part  of  the  peptone— as  much  as  72 
per  cent.— reappears  in  the  urine. IT 

As  normal  urine  never  contains  peptone,  the  peptone 

*  Schmidt-Mulheim,  Du  Bois'  Jrch.,  p.  43  ■  1879 

149"^  im"-  a^/vf'-  ''1°.=  Hofmeister,  Zeitsckr.  }.  physiol  Chem.,  vol.  v.  p. 
149  .  1881 ;  and  vol.  VI.  p.  60,  e«  sff?.  ' 

t  Schmidt-Mulheim,  Dn  Bois' ylrW)   n41-iS8n.  h^p  7.  ^ 

Path.  u.  Pharm.,  vol.  xix.  p.  17  :  1885  '  hofmcister.  Arch.  f.  exper. 

TfJ  ?'/'Tv"7^  ^  ^'y^'-Sy^''  Pflu^er's  Arch.,  vol.  x.  p.  552:  1875-  Fr 
Ho  master,  ZeH.chr.  f.  physiol.  Chem.,  vol.  v.  p.  131  :  1881. 

^^11  Schm>dt-Mulh«m,DuBoiB'^r«ft.,pp.46-48:  1880;  Fano.  ibid.,  p.  281: 
IT  Fr.  Hofmeister,  Zeitschr.f.physiol.  Chem.,  vol.  v.  pp.  132-137:  1881. 
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absorbed  from  the  intestine  must  be  prevented,  by  some  means 
or  other,  from  passing  into  this  secretion.  The  larger  portion 
does  not  apparently  enter  the  general  circulation  as  peptone, 
but  is  previously  converted  into  proteid.  But  where  does 
this  regeneration  of  peptone  to  proteid  take  place  ?  Is  it  in 
the  liver  ?  If  the  peptones  are  considered  as  decomposition- 
products  from  albumen,  then  the  formation  of  proteid  from 
peptone  would  be  analogous  to  the  formation  of  glycogen 
from  sugar  in  the  liver.  But  the  portal  blood  either  contains 
no  peptone,  or  not  more  than  arterial  blood.* 

The  only  remaining  supposition  is  that  the  conversion 
of  peptones  into  albumen  takes  place  mostly  within  the 
intestinal  walls.    The  facts  observed  by  Hofmeister  are  in 
harmony  with  this  view.    He  most  carefully  examined  the 
viscera  of  dogs  while  digesting,  and  found  that  the  stomach 
and  intestinal  waU  are  the  only  parts  of  the  body  in  which 
a  supply  of  peptone  is  always  found  during  digestion.  In 
most  cases  small  quantities  of  peptones  were  also  found 
in  the  blood,  and  in  four  out  of  ten  cases  in  the  spleen.  No 
peptone  was  ever  detected  in  any  other  organs  or  tissues.f 
Hofmeister  has  also  shown  that  the  peptones  are  always 
stored  in  the  mucous  membrane,  and  never  in  the  muscular 
walls  of  the  alimentary  canal.]: 

Lastly,  Hofmeister  has  discovered  the  important  fact  that 
peptone  soon  undergoes  a  change  in  the  gastric  and  intestinal 
waU.§  The  stomach  of  an  animal,  immediately  after  it  had 
been  killed,  was  divided  into  two  symmetrical  halves  by 
incisions  in  the  large  and  small  curvatures,  or  else  a  piece 
of  intestine  was  separated  by  two  incisions  lengthwise  into 
two  equal  portions.  The  mucous  membrane  was  washed 
with  a  dilute  solution  of  common  salt,  one  half  was  thi-own  at 

*  Schmidt-Mulbeim,  Du  Boia'  Arch.,  p.  43  :  1880. 
t  Hofmeister,  Zeitschr.f.  physioL  Chem.,  vol.  vi.  p.  51 :  1882^ 
1  Hofmeister,  Arch.f.  exper.  Path.  u.  Pharm.,  vol.  xix.  pp.  9,  10  :  18b5. 
§  Hofreister,  ZeitsL  f.  physiol  mem.,  vol.vi.  pp.  69-73;  and  Arch./,  cper. 
Path.  u.  Pharm.,  vol.  xix.  pp.  8-15 :  1885. 
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once  into  boiling  water,  whereas  the  other  one  was  previously- 
put  for  a  little  time  into  a  moist  chamber  at  40°  C.  Far  more 
peptone  was  always  found  in  the  first  half  than  in  the  second. 
If  the  second  half  were  not  placed  in  the  boiling  water  for 
two  or  three  hours,  no  peptone  was  ever  found  in  it.  It  is 
for  teleological  reasons  very  improbable  that  the  peptone  is 
fm-ther  split  up  in  the  mucous  membrane.  One  can  only 
suppose  that  the  peptone  is  reconverted  into  proteid  in  the 
mucous  membrane  of  the  digestive  canal.  That  it  is  a  vital 
process  is  rendered  probable  from  a  fact  observed  by 
Hofmeister.  If  one  half  of  the  stomach  were  thrown  at  once 
into  boiling  water,  and  the  other  kept  in  water  at  60°  C.  for 
a  few  minutes  before  being  placed  for  two  hours  in  a  tem- 
perature of  40°  C,  the  amount  of  peptone  proved  to  be  the 
same  in  both  halves.  A  temperature  of  60°  C.  has  been  found 
by  experience  to  destroy  living  animal  cells,  but  not  the 
unorganized  ferments.  The  conversion  of  peptone  into  proteid 
must,  therefore,  be  brought  about  by  the  vital  functions  of 
the  surviving  cells  of  the  extirpated  stomach. 

The  following  observation,  made  by  Salvioli  *  in  Ludwig's 
laboratory  in  Leipzig,  perfectly  agrees  with  these  results  of 
Hofmeister's.  A  coil  of  smaU  intestine,  with  the  piece  of 
mesentery  attached,  was  cut  out  of  a  dog  that  had  just  been 
killed.  One  gramme  of  peptone  in  10  corns,  solution  was 
placed  in  the  piece  of  intestine,  and  the  ends  closed.  Then, 
after  tying  the  collateral  vessels,  a  current  of  warm  defibrinated 
blood,  diluted  with  a  solution  of  common  salt,  was  directed 
into  a  branch  of  the  mesenteric  artery,  and  allowed  to  flow 
out  again  by  the  corresponding  vein.  Whilst  the  blood 
circulated,  the  intestine  showed  marked  peristalsis.  After 
the  current  had  lasted  four  hours,  the  intestinal  contents  were 
examined,  and  were  found  to  consist  of  about  half  a  gramme 
of  coagulable  albumen,  with  mere  traces  of  peptone.  Nor 
was  there  any  peptone  in  the  blood  that  had  made  the  circuit. 
*  Gaetano  Salvioli,  Du  Bois'  Arch.,  Suppl.,  p.  112  :  1880. 
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But  if  peptone  were  added  to  the  blood  beforehand,  it  was 
always  found  unaltered  at  the  end  of  the  experiment.  The 
peptone,  therefore,  disappears  in  the  intestinal  wall  on  the 
Way  from  the  intestinal  contents  into  the  blood. 

I  must  now  return  to  an  observation  on  the  behaviour 
of  peptones,  and  discuss  it  in  somewhat  greater  detail.  We 
have  seen  that  the  reconversion  of  peptones  into  albumen 
within  the  intestinal  wall  is  usually  not  very  complete;  a 
part  of  the  peptone  generally  passes,  unchanged  by  digestion, 
into  the  blood.    Now,  what  is  the  further  fate  and  the  signifi- 
cance of  this  portion  ?    Why  does  it  not  pass  into  the  urine, 
considering  that  the  peptone  artificially  introduced  into  the 
blood  does  so  at  once  ?    Hofmeister  *  remarked  this  fact, 
for  he  calculated  that  the  amount  of  peptone  which  reached 
the  blood  after  subcutaneous  injection,  and  passed  into  the 
urine,  was  much  less  than  the  quantity  that  was  found  in 
the  blood  of  animals  while  digesting,  and  which  did  not  pass 
into  the  urine  (compare  p.  227).    Thus  the  peptone  that 
has  entered  the  blood  from  the  intestine  behaves  differently 
from  that  which  reaches  it  in  any  other  way.  Hofmeister 
explains  this  fact  by  saying  that  the  peptone  which  has 
reached  the  blood  from  the  intestine  is  not  contained  in  the 
plasma,  but  in  the  lymph-cells.    The  reasons  which  cause 
him  to  adopt  this  view  are  as  follows  : — 

1.  Considerable  quantities  of  peptone  are  found  in  pus, 
and,  moreover,  principally  or  even  exclusively  in  the  pus-cells, 
which  are  identical  with  the  lymph-cells  and  the  colourless 
blood-corpuscles  or  leucocytes. t 

2.  When  the  blood  of  an  animal  was  examined  during 
digestion,  the  serum  was  free  from  peptone ;  whereas  the 
uppermost  layer  of  the  blood-clot,  which  always  exhibits  most 
leucocytes  (compare  Lecture  XIIL),  was  found  to  contain  0-09 
per  cent,  of  peptone 4 

*  Hofmeister,  Zeitschr.  f.  pUysiol.  Ghern.,  vol.  v.  p  148  =1881. 

t  Ibid.,  vol.  iv.  p.  274,  et  seq. :  1880.  t  Ibid.,  vol.  vx.  p.  6.  .  1882. 
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3.  The  percentage  of  peptone  in  the  spleen,  which  is  well- 
known  to  contain  leitcocytes  in  abundance,  was  always  found 
to  be  higher  than  that  in  the  blood  of  the  same  animal. 

4.  The  adenoid  tissue,  which  contains  a  moderate  number 
of  lymph-cells  in  famishing  and  hungry  dogs,  is  literally 
overflowing  with  them  in  the  case  of  well-fed  dogs.* 

5.  The  cells  in  the  adenoid  tissue  of  animals  while  digesting 
show  more  nuclei  undergoing  karyokinesis  than  those  of 
fasting  animals. t 

Finally,  Hofmeister's  pupil,  J.  Pohl,$  has  shown  that  the 
number  of  leucocytes  in  the  blood  increases-  during  the 
digestion  of  food  rich  in  proteid,  but  not  during  the  aibsorption 
of  carbohydrates,  fats,  salts,-  and  water.-  Pohl  has  also  shown 
that  this  increase  of  leucocytes  proceeds  from  the  intestinal 
wall,  for  there  was  always  a  much  larger  number  in  the 
intestinal  veins  than  in  the  corresponding  arteries. 

Thus  it  appears  that  the  lymph-cells  serve  not  only  as- 
the  means  of  transport  for  the  pepten-es  in  the  blood-current ; 
their  increase  and  growth  appear  to  be  intim'ately  connected 
with  the  absorption-  and  assimilation  of  nitrogenous  food. 
As  the  number  of  leucocytes  in  our  body  is  always  the  same, 
it  follows  that>  as  the  proteid  becomes  absorbed  and  new  cells 
are  produced  by  division,  a  corresponding  amount  of  old 
lymph-cells  must  die  off  and  decay.  This,  perhaps,  partially 
explains  the  above-mentioned  fact,  that  the  absorption  of 
large  quantities  of  proteid  is  followed  by  rapid  destruction  of 
a  corresponding  amount  of  proteid. 

At  the  same  time,  we  are  not  bouoid  tO'  assume  thart  all 
the  peptone  whieh  disappears  in  the  intestinal  wall  is 
reconverted  into  proteid  in  the  lymph-cells  of  the  adenoid 
tissue,  and  that  this-  reconversion  only  takes  place  through 

*  Hofmeister,  Zeitschr.  f.  phtjaiol  Ghem.,  vol.  v.  p.  150':  1881. 
t  Hofmeister,  Arch.  f.  exper.  Falh.  u.  Pkarm.,  vol.  xix.  p.  32  :  1885.  Compare- 
<|     also  vol.  XX.  pp.  291-305  :  1885-;  and  vol.  xxii.  p.  306 :  1887. 
I  Julius  Pohl,  ibid.,  vol.  xxv.  p.  31;  1888. 
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the  assimilation,  growth,  and  division  of  lymph-cells.  Heiden- 
hain  *  has  c&,Ued  attention  to  the  fact  that  the  nuclei  under- 
going karyokinesis  in  the  lymph-cells  of  adenoid  tissue  are 
not  sufficiently  numerous  to  justify  such  a  conclusion.  He 
.  considers  that  the  reconversion  of  the  peptones  into  proteid 
may  occur  to  a  large  extent  in  the  epithelial  cells,  which  then 
surrender  it  to  the  blood-plasma  of  the  capillaries  forming  a 
network  around  the  intestinal  villi,  immediately  below  the 
epithelial  cells. 

We  must'  now  consider  what  happens  to  the  peptone, 
which  has  reached  the  blood  from  the  intestine.  As  already 
mentioned,  it  very  soon  disappears  from  the  blood,  without 
passing  into  the  urine.  Where  does  it  undergo  a  change? 
The  conversion  does  not  take  place  in  the  blood  itself. 
Hofmeistert  took,  two  samples  of  blood  from  the  carotid 
of  a.  dog  during  the  process  of  digestion.  The  first  was 
immediately  tested  for  peptone;  the  second  was  kept  for 
two  and  a  half  hours  at  37°  C.  before  being  tested.  The 
amount  of  peptone  was  found  to  be  exactly  the  same  in  both 
cases.  Hofmeister  also  laid  bare  to  the  utmost  extent  the 
carotid  and  crural  arteries  of  a  living  dog,  applying  hgatures 
above  and  below,^  as  well  as  to  the  lateral  branches.  After 
half  an  hour,  the  pieces  of  artery  which  had  been  tied  were 
taken  out,  and  their  contents  removed.  Peptone  was  found 
in  them.  It  does  not,  therefore,  disappear  in  the  blood,  and 
must  consequently  pass  into  the  tissues  from  the  capillaries. 
This  is  in  accordance  with  the  fact  that  during  digestion, 
when  the  arterial  blood  contained  large  quantities  of  peptone, 
the  blood  of  the  corresponding  veins  was  found  to  be  devoid 

of  any.J  . 

Armed  with  this  knowledge  concerning  the  behaviour  of 
peptones  in  the  body,  we  are  now  in  a  position  to  explain  the 

*  Heidenhain,  Pfluger's  Arch.,  Suppl.,  vol.  xli.  pp.  72-74 

t  Hofmeister.  Arch.f.  exper.  Path.  u.  FJiarm.,  vol.  xix.  p.  23:  18Bi). 

+  Ibid.,  vol.  xix.  p.  30  :  1885, 
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hitherto  enigmatic  appearance  of  peptone  in  the  urine  in 
certain  forms  of  disease.  We  have  seen  that  the  peptones 
pass  into  the  urine  as  soon  as  they  reach  the  blood  by  some 
other  means  than  from  the  intestine.  This  is  "obviously  the 
case  in  all  those  pathological  processes  in  which  peptonuria, 
occurs.  Probably  in  all  such  cases  there  is  a  pathological 
disintegration  of  necrotic  ■  tissue,  •  as  the  result  of  which 
peptone  is  formed  and  is  absorbed  into  the  blood ;  *  as,  for 
instance,  in  those  diseases  in  which  there  is  a  considerable 
accumulation  and  decomposition  of  pus— in  empyema,  puru- 
lent peritonitis,  pyelitis,  in  some  cases  of  phthisis  with  large 
cavities,  and  the  like.  The  appearance  of  peptone  in  the 
urine  in  the  stage  of  resolution  of  croupous  pneumonia  may 
be  explained  in  a  similar  manner :  the  peptone  reaches  the 
blood  when  the  exudation  in  the  lung  is  absorbed.  As  a 
matter  of  fact,  Hofmeister  was  able  to  demonstrate,  the 
presence  of  a  considerable  quantity  of  peptone  in  the  infiltrated 
pneumonic  lung. 

*  E.  Maixner,  Prager  VieHelj.,  vol.  cxliii.  p.  75 :  1879,  Hofmeister,  Zeilschr. 
/,  physiol.  Chem;  vol.  iv.  p.  265 :  1880;  E.  von  Jaksch, '^eifecAr. '/,  Itlin.  Med., 
vol.  vl,  p.  413 :  1883 ;  H.  Pacaoowski,  ibid,,  vol.  ix.  p.  429  ;  1885. 
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BLOOD  AND  LYMPH. 


Having  followed  the  course  of  the  alimentary  suhsfcance&  as 
far  as  their  entrance  into  the  blood,  we  will  now  proceed  to 
consider  the  blood  itself. 

The  first  thing  that  strikes  us  when  we  begin  to  examine 
the  blood,  and  that  which  offers  the  greatest  difficulties  to 
chemical  analysis,  is  the  phenomenon  of  coagulation.  As 
soon  as  the  blood  leaves  the  vessels  of  the  living  animal,  a 
part  of  the  proteids  passes  from  the  apparently  soluble  into 
the  coagulated  condition.    The  quantity  of  this  colloid  sub- 
stance, commonly  called  fibrin,  is  relatively  very  small.  It 
does  not  usually  exceed  from  O'l  to  0-4  per  cent,  of  the  weight 
of  the  blood.    Nevertheless,  the  passage  of  this  small  amount 
into  the  coagulated  state  converts  the  whole  blood  into  a 
more  or  less  solid  jelly-like  mass.    On  standing,  this  mass 
contracts,  sometimes  to  half  of  its  original  volume,  and 
squeezes  out  the  contained  fluid,  whilst  the  corpuscles  are 
almost  wholly  retained.    Thus  the  coagulated  blood  separates 
into  clot  and  serum.     Serum  is  therefore  plasma  minus 
fibrin;  the  clot  consists  of  the  closely  packed  blood-corpuscles, 
with  a  small  residue  of  serum  and  the  coagulated  proteid,  or 
fibrin. 

If,  however,  the  blood  be  beaten  with  a  glass  rod  whilst 
coagulation  is  proceeding,  the  coagulating  substance  attaches 
itself  to  the  rod  in  the  form  of  small  fibrous  masses,  which 
coalesce  with  one  another,  and  contract  round  the  rod  so 
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that  they  can  be  removed  with  it.  In  this  way  so-called 
defibrinated  blood  is  obtained,  which  remains  fluid,  and 
consists  of  serum  with  blood-corpuscles  suspended  in  it. 
When  we  remember  how  great  a  tendency  to  pass  into  a 
coagulated  modification  is  shown  by  all  colloid  bodies  (com- 
pare pp.  50-53),  the  phenomenon  of  coagulation  ought  not  to 
surprise  us.  Moreover,  it  is  by  no  means  a  pecuharity  of 
the  blood.  Lymph  and  chyle  are  likewise  eoagulable.  The 
appearance  of  jigor  mortis  in  dying  muscle  depends  upon  an 
essentially  similar  process,  and  it  is  probable  that  the  death 
of  every  living  vegetable  and  animal  tissue  is  accompanied 
by  a  passage  of  a  part  of  the  proteid  constituents  from  the 
fluid  to  the  coagulated  state*  Coagulation  of  the  blood  is, 
therefore,  not  a  vital  process — it  indicates  the  commencing 
dissolution  of  the  dying  blood ;  it  might,  therefore,  be  thought 
that  the  subject  of  coagulation  was  beyond  the  scope  of 
physiology. 

The  coagulation  of  the  Hood,  however,  subserves  a  very 
important  process;  it  greatly  aids  in  preventing  bleeding 
when  a  blood-vessel  is  injured,  and  so  far  it  may  be  con- 
sidered as  a  physiological  process,  one  of  the  means  of  self- 
preservation  possessed  by  the  organism. 

The  nature  and  causes  of  coagulation  possess  an  extreme 
interest  from  a  pathological  point  of  view.  For  it  is  well 
known  that,  under  certain  pathological  conditions,  coagulation 
of  the  blood  takes  place  in  the  vessels  during  life ;  and  this 
process  leads  to  disturbances  of  the  most  varied  character, 
and  may  be  a  cause  of  death. 

Hence  it  is  a  question  of  great  importance  to  know  what 
causes  the  blood  to  remain  fluid  under  normal  conditions  in 
the  vessels  during  life ;  what  the  exact  nature  of  the  whole 
process  is ;  what  the  substance  is  which  separates  out ;  and 
what  the  causes  of  its  separation  are.  In  spite  of  many 
researches,  we  are  not  yet  in  a  position  satisfactorily  to 
answer  this  question.    The  little  that  is  positively  known  we 
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will  consider  in  detail.  First  of  all,  we  know  that  the  contact 
of  the  blood  with  the  normal  living  vessel-wall  prevents 
coagulation.*  If,  in  a  living  animal,  a  blood-vessel  be  tied 
at  two  points,  the  enclosed  stagnating  blood  does  not  coagulate 
for  several  hours,  but  it  does  so  very  quickly  if  it  be  allowed 
to  escape  from  the  vessel. 

Briicke  showed  that  the  blood  in  the  heart  of  the  tortoise 
remained  fluid  after  the  heart  had  been  removed  from  the 
body,  when  the  vessels  had  been  tied.  If  minute  glass  tubes 
were  inserted  into  some  of  the  vessels,  so  as  to  fit  them 
exactly,  and  to  prevent  the  blood  from  coming  into  contact 
with  the  wall  of  the  vessel,  it  was  found  that  the  blood 
clotted  in  these  tubes,  but  remained  fluid  elsewhere,  in  the 
other  vessels  and  in  the  heart.  Indeed,  Briicke  observed  that 
any  foreign  body  introduced  into  the  blood  became  covered 
with  a  layer  of  fibrin. 

When  a  vessel  is  ligatured,  the  blood  after  a  time 
coagulates  from  the  point  ligatured  down  to  the  first  branch 
given  off  from  the  vessel.  The  coagulation  always  starts 
from  the  ligatured  spot,  where  the  endothelium  of  the  vessel 
is  injured.  It  may  also  be  supposed  that  the  whole  endothe- 
lial lining,  from  the  injured  spot  to  the  first  branch,  is 
altered  and  no  longer  normal,  since  it  does  not  obtain  the 
usual  amount  of  specific  nutriment  in  consequence  of  the 
stagnation  of  the  blood. 

In  this  way  the  occurrence  of  thrombosis,  in  consequence 
of  atheromatous  degeneration  of  the  lining  membrane,  or 
as  the  result  of  the  compression  of  the  vessel  by  a  new 
growth,  etc.,  may  be  explained.f 

*  E.  Briicke,  Vircliow's  ^re?i.,  vol.  xii.  pp.  81, 172:  1857. 

t  On  the  origin  of  thrombi  vide  Virchow's  researclies  in  his  "  Gesammelten 
Abhandlungen  zur  wisaensohaftlichen  Medicin,"  pp.  59-732  :  Frankfurt  a.  it, 
1856;  further  F.  W.  Zahn,  Virchow's  Arch.,  vol.  Ixii.  p.  81:  1875;  and  J.  C. 
Eber'th  and  C.  Schimmelbusoh,  Virchow's  ^rc7i.,  vol.  ciii.  p.  39:  1886;  and  vol. 
cv.  pp.  331,  456:  1886.  A  general  survey  of  the  literature  of  the  subject  is 
given  here. 
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We  know,  further,  that  the  coagulation  of  the  blood  is 
constantly  preceded  by  the  death  and  breaking  up  of  the 
white  blood-corpascles.  It  would  appear  that  in  some  way 
or  other  the  products  of  the  breaking  down  of  leucocytes 
enter  into  the  formation  of  the  clot.*  Mantegazza  pointed 
out  that  only  those  fluids  are  spontaneously  coagulable  which 
contain  leucocytes,  such  as  blood,  lymph,  and  pathological 
transudations,!  and  that  the  fluids  lose  their  power  of  clotting 
as  soon  as  the  leucocytes  can  be  removed.  Johannes  Miiller  t 
had  shown  that,  if  frog's  blood  be  diluted  with  a  solution  of 
sugar  and  filtered,  the  large  red  blood-corpuscles  remain  in 
the  filter,  whereas  the  filtrate  coagulates.  Johannes  Miiller 
therefore  concluded  that  the  coagulating  matters  arise  from 
the  plasma.  But  Mantegazza  showed  that  the  •  small  and 
soft  colourless  blood-corpuscles  get  through  the  filter-paper 
in  this  experiment,  and  that  if  the  colourless  corpuscles  are 
retained  by  the  use  of  yery  fine  filter-paper,  the  filtrate  is 
not  coagulable.  § 

When  Mantegazza  drew  a  silk  thread  through  the  vein 
of  a  living  animal,  he  found  that  in  two  minutes  it  was 
covered  with  leucocytes,  and  fibrin  commencing  to  form  round 
them.  If  the  experiment  lasted  longer,  the  thread  became 
surrounded  with  a  strong  white  coagulum,  which  was  always 
crowded  with  leucocytes.  Other  foreign  bodies  introduced 
into  the  blood-current  behaved  in  the  same  manner,  and, 

*  The  view  that  fibrin  arose  from  the  breaking  up  of  the  leucocytes  was  first 
adopted  by  William  Addison,  London  Medical  Gazette,  new  ser.,  vol.  i.,  for  tho 
session  1840-1841,  pp.  477,  689 ;  and  by  Lionel  Beale,  Quar.  Journ.  of  Micros. 
Science,  t.  xiv.  p.  47:  1864;  subsequently  by  Paolo  Mantegazza,  "  Eicerche 
spenmentali  sull'  origine  della  fibrina  e  suUa  causa  della  coagulatione  del 
sangue : "  Milano,  1871.  A  complete  account  of  this  work,  by  Boll,  appeared  in 
1871,  in  the  CentraJh.  f.  d.  med.  Wis^enach.,  p.  709;  and  in  1876  Mantegazza 
published  his  work  in  German  in  Molesohott's  Untersuch.  z.  Naturlehre  des 
Menschen  ti.  der  TJiiere,  vol.  xi.  pp.  523-577.  Compare  E.  Tiegel,  "Notizeu 
uber  Schlangenblut,"  Pfluger's  Arch.,  vol.  xxiii.  p.  278  :  1880. 

t  Mantegazza,  Molesohott's  Untersuch.  z.  Naturlehre,  vol.  xi.  pp.  552,  557. 

t  Johannes  Muller,  Handh.  d.  Physiol,  des  Menschen,  4th  edit.,  vol.  i.  p.  104: 
Coblentz,  1844. 

§  Mantegazza,  loc.  cil.,  p.  556. 
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moreover,  the  roiiglier  their  surface  the  more  extensive  was 
the  coagulum,  and  the  more  readily  did  the  leucocytes  attach 
themselves  to  it.  No  coagulum  formed  round  a  smooth  thin 
platinum  wire.* 

Zahn  made  similar  experiments  with  the  same  result. 
If  he  introduced  small  glass  rods  with  smooth  surfaces  into 
the  heart  of  a  live  animal,  no  coagulum  resulted.  But  if  he 
roughened  the  rod  with  a  file  before  insertion,  a  coagulum 
formed  on  the  uneven  surface.  Zahn  showed,  further,  that 
a  grouping  together  and  breaking  up  of  leucocytes  always 
precedes  thrombosis. 

Finally,  Alexander  Schmidt  has  carried  out  very  extensive 
experiments  on  the  relation  of  colourless  blood-corpuscles 
to  coagulation.t  He  found  that  horses'  blood  was  very 
suitable  for  this  purpose,  being  possessed  of  two  peculiarities 
in  which  it  differs  from  the  blood  of  other  animals  hitherto 
examined:  firstly,  it  clots  more  slowly;  and,  secondly,  the  red 
blood-corpuscles  sink  far  more  rapidly.  It  is  thus  possible 
to  remove  the  plasma  which  remains  after  the  red  corpuscles 
have  sunk  to  the  bottom,  before  coagulation  sets  in.  By  the 
use  of  cold,  clotting  is  still  further  delayed..  If  the  blood 
be  allowed  to  run  from  a  horse's  vein  straight  into  a  vessel 
surrounded  with  ice,  the  red  corpuscles  fall  completely  to  the 
bottom,  and  the  specifically  lighter  colourless  ceUs,  which  sink 

*  Mantegazza,  loo.  cit,  pp.  558-563.  .    .   .     f  t 

+  Alexander  Schmidt  has  published  an  account  of  the  mam  facts  of  his 
comprehensive  researches,  ^ith  the  title,  "Die  Lehre  von  den  fermentativen 
GerinnnnKserscheinnngen  in  den  eiweissartigen  thierisehen  Korperflussigkeiten 
morDat  C  Mattiesen,  1876).  Alexander  Schmidt's  more  recent  investigations  on 
he  coagulation  of  the  blood  are  contained  in  the  dissertations  by  his  pupils  for 
their  doctorate  :-L.  Birk  and  J.  Sachsendahl,  1880;  N.  Bojanus  and  Ferd. 
HoLann  1 881  Ed.  von  Samson-Himmelstierna  and  N.  Heyl,  1882 ;  «•  Feiertag. 
?  Srvogl,  Fr.  Eanschenbach,  and  Ed.  von  G5tschel,  1883;  O.  Groth  and  W. 
O'rohmann  1884;  and  Jacob  von  Samson-Hi mmelstjerna,  1885  Compare  O 
^  ,  J     V         211:  1877;  and  vol.  xsx.  p.  43/. 

^Tt^Z^^l^^VA^^.  ro^  I.e.,..se'r.  ii.  t.  Ixiv.  No.  7  :  JniUet 
877  •  Ann.  de  la  Soc.  cle  mM.  de  Gand. :  1877 ;  "  Eecherches  .ir  a  const,  hi  Jon 
du  piasma  sangnin,"  Gand,  Paris,  Leipzig,  1878 ;  and  L.  C.  Wooldridge,  The 
Nature  of  Coagulation,"  1888."  , 
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more  slowly,  form  a  layer  over  the  red  corpuscles  (buffy-coat). 
The  larger  portion  of  the  plasma  can  now  be  removed  and 
filtered.  The  colourless  cells  remain  in  the  filter,  owing  to 
the  solid  consistency  acquired  in  the  cold,  which  prevents 
their  accommodation  to  the  form  of  the  filter-pores,  and  their 
consequent  passage ;  and  a  pure,  clear  plasma  is  obtained 
as  filtrate,  which  now  clots  very  slowly,  and  yields  a  very 
slight  coagulum.  If  leucocytes  from  the  filter  be  added  to 
this  plasma,  abundant  coagulation  takes  place.  If  all  the 
blood,  the  coagulation  of  which  had  been  prevented  by  cooling, 
be  allowed  to  clot  at  the  temperature  of  the  room,  the  firmest 
coagulum  occurs  in  the  buffy-coat. 

My  Dorpat  colleague  has  repeatedly  been  so  kind  as  to 
show  me  these  experiments  with  the  uncoagulated  horse's 
blood.  The  amount  of  leucocytes  is  most  surprising.  They 
are  undoubtedly  far  more  numerous  than  in  defibrinated 
blood.  But  the  extraordinary  variety  of  the  forms  is  still 
more  astonishing :  from  the  smallest  colourless  corpuscles, 
with  a  diameter  hardly  greater  than  that  of  the  red  cor- 
puscles, such  as  one  is  accustomed  to  see  in  defibrinated 
blood,  to  the  large  granulated  yellowish  cells  with  nuclei, 
and  a  diameter  of  more  than  double — (Schmidt's  granule 
masses).*  After  complete  coagulation,  these  granule  masses 
disappear.  Schmidt  and  his  pupils  say  that  they  have 
watched  their  breaking  up  into  minute  granules,!  and  the 
gradual  change  of  the  latter  into  the  fibrin-coagulum,  under 
the  microscope.  These  granule  masses,  and  the  transitional 
forms  between  them  and  the  ordinary  colourless  blood- 
corpuscles,  appear  to  be  much  less  numerous  and  to 
break  up  more  rapidly  in  the  blood  of  other  mammals,  so 

*  A  rliagram  of  these  f^rainile  masses  and  their  products  of  decomposition  is 
given  in  the  Dissertation  of  George  Semmer,  "  Ueber  die  Faseratoflfbilduug  ini 
Amphibien-nnd  Vogelbhitc  nnd  die  Entstehung  der  rothen  Blutkorperchen  der 
Saugethiere  :  "  Dorpat,  Mattiesen,  1874. 

t  Mantegazza  also  noticed  the  granules  in  the  plasma  from  horses'  blood 
{he.  cit.,  p.  563). 
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that  it  is  difficult  to  obtain  a  view  of  them  under  the  micro- 

SCOpG  ^ 

We  are  unable  as  yet  to  decide  whether  the  debris  of 
leucocytes  are  themselves  a  part  of  the  material  which  forms 
the  coagulum,  or  whether  certain  products  of  decomposition 
resembling  ferments,  give  the  impulse  for  the  passage  ot 
certain  proteids  of  the  plasma  into  the  coagulated  modification. 

The  following  observation  must  be  cited  as  bemg  particu- 
larly important.    It  appears  that  a  part  of  the  substances 
which  excite  coagulation  remains  in  the  blood  after  the 
separation  of  the  fibrin.    Alexander  Schmidt  showed  that,  it 
defibrinated  blood  or  serum  be  added  to  lymph  or  to  serous 
transudations,  which  coagulate  very  slowly  of  themselves,  and 
give  very  little  fibrin,  the  fluid  would  soon  be  entirely  con- 
verted into  a  gelatinous  mass.    The  fluids  of  the  pleura  and 
the  pericardial  cavities  of  human  beings  and  of  horses  aie 
usuany  U  free  from  lymph-cells,  and  therefore  uncoagu- 
lable.    But  they  coagulate  on  the  addition  of  blood.er^^^^^ 
-  The  fact  that  coagulation  occurs  in  the  vessels  after  the  tr  ans- 
fusion of  defibrinated  blood,  is  capable  of  the  same  explanation 
Armin  Kohlerf  showed  that  if  blood  were  taken  from  a 
tlZ  defibrinated,  and  then  injected  into  the  vessels  of  the 
1   animal,  death  ensued  owing  to  clotting  in  the  vessels, 
r  this  reas;n,  the  therapeutic  use  of  transfusion  has  fallen 
into  disuse. t 

.  Wit.  the  aid  oe  t.e  ^^^^^Z!;^  "f^- 
have  recently  been  <i>«°°^^'?V  !rL^nate7n  tl>e  coagulation  of  the  blood, 
elements,  and  are  supposed  to  P^^f/'^^^^^^^^^^^  t,e  debris  of  Ms  granule 

Alexander  Schmidt  explams  these         ^^^^^^^^^^         ,  p.  58  :  1878  ; 

niasses.  In  this  connection  mde  G.  f^y^™'  ^^Ygga-  m  Lowit,  Sitznngsher.  der 
J.  Bizzozero,  VirchoWs  -J^^;J;'j'^^p  go    18^  0.  Wool- 

Wiener  Akad.,yo\.  l^^^^^' .'^rf  .^p^^t  L^^^^  zu  seinem  siebzigsten 
aridge,inthe  "Beitrage  zur  Physiologic,  ^arl  ^udwi    ^  ^gg^ 

aebL  stage  gewidme_W  septische 
Utt™^^Bezi^.n^ 
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From  these  remarks  on  the  coagulation  of  the  blood,  it 
may  be  seen  what  difficulties  have  to  be  encountered  in  the 
chemical  examination  of  the  blood,  and  especially  in  any 
attempt  to  obtain  a  separate  quantitative  analysis  of  plasma 
and  of  blood-corpuscles. 

The  pure  unaltered  plasma,  as  procured  from  horse's 
blood,  according  to  Alexander  Schmidt's  method,  has  never 
been  analyzed.  The  serum  has  been  analyzed,  and  the 
composition  of  the  plasma  has  been  deduced  from  that  of  the 
serum.  It  was  considered  that  the  composition  of  the  plasma 
was  ascertained  when  the  fibrin  was  added  to  the  serum. 
But  we  now  know  that  the  calculation  is  not  so  easy.  We 
do  not  know  which  constituents  of  the  plasma  take  part  in 
the  coagulation,  nor  which  products  of  the  decomposition  of 
lymph-cells  pass  into  the  serum.  We  do  not  know  what 
should  be  removed  from  or  what  added  to  the  serum  in  order 
to  determine  the  composition  of  the  plasma. 

We  are  met  by  insuperable  difficulties  in  the  endeavour 
to  free  the  red  blood-corpuscles  from  the  serum,  and  to 
analyze  them  in  a  pure  state.  The  means  adopted  by 
chemists  to  separate  a  precipitate  from  a  solution  cannot  be 
used  in  this  case.  The  large  blood- corpuscles  of  amphibia 
may  be  collected  on  the  filter,  but  not  those  of  mammals. 
This  is  not  due  to  their  minuteness ;  for  they  are  far  larger 
under  the  microscope  than,  for  instance,  the  crystals  of  a 
precipitate  of  sulphate  of  barium  or  oxalate  of  lime,  which 
do  not  go  through  the  filter.  The  red  blood-corpuscles  pass 
through  the  filter,  because,  owing  to  their  soft  and  yield- 
ing consistency,  they  adapt  themselves  to  the  form  of  the 
filter-pores.  The  method  of  decanting  remains  as  a  last 
resource,  but  this  alone  does  not  suffice,  and  must  be  followed 
by  washing;  but  what  liquid  will  serve  for  this  purpose? 
The  usual  medium,  water,  cannot  be  employed  in  this 

Bale  der  Transfusion  im  letzten  Decennium  :  "  Berlin,  Ilirsclmald,  1883.  Com- 
pare A.  Landerer,  Virchow's  Arch.,  vol.  cv.  p.  351 :  1886. 
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case,  for  as  soon  as  the  red  blood-corpuscles  come  into 
contact  with  water,  the  red  colouring  matter,  hemoglobin, 
is  dissolved.  Now,  as  this  forms  the  chief  constituent  of  the 
red  corpuscles,  nothing  remains  but  so-called  stromata 
reduced,  pale,  round,  very  feebly  refractive,  specifically  light 

If  instead  of  water,  a  aiute  saline  solution  o£  a  certain 
concentration  be  employed,  i.e.  from  H  to  8  per  cent,  of 
sodium  chloride,  no  change  in  tlie  corpusdes  apparent  undei 
the  microscope  takes  place.  If  the  solution  of  salt  is  stronger, 
they  shrink ;  if  more  dilute,  they  swell,  and  lose  some  of  then 

nTt':— g  and  washing  with  dilute  salt  solut.. 
thehLod-oorpuscles  of  defihrinated  Wood 
separated  from  all  the  constituents  o  -'7;  "^'^^^^ 
retain  their  original  constitution?   May  not  h  sal  or  the 
water  pass  into  the  blood-corpuscles ;  and,  on  the  other  hand, 
lay  not  constituents  of  the  blood-corpuscles  have  passed  into 
The  sit  solution  by  osmosis  ,   We  can  only  be  certain  of  on 
thing,  and  that  is,  that  no  ha^moglobm  has  escaped,  as  h 
lould  be  at  once  discovered  by  its  briUiant  colour    It  is 
wouia  ut!  genuine  colloid  sub- 

likewise  extremely  probable  that  tue  gen 
stances  the  proteids,  which  diffuse  with  great  difficulty  do 

a  ien  in  the  total  blood,  and  the  amount  of  pro  eid  in 
the  serum,  be  estimated,  we  are  in  possession  of  all  the 
tures  P  essary  to  compute  the  proportion  that  the  weight 
!f'The  serurbears  to  that  of  the  blood-corpuscles  m  the 

ThLt'the  method  of  quantitative  analysis  of  the  blood 

.       ..e  P,.p.rt>es  a»d  eo—  of  tic  ,  C  ~, 

oo-T    1  aai 


DuBois' ylrc/t.,  p.  387:  1881. 
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proposed  by  Hoppe-Seyler.*  An  example  will  serve  to*  ex- 
plain the  method  of  computation,! 

In  100  grms.  of  defibrinated  pig's  blood  were  found— 

(a)  18-92  )  „ 

(b)  18 -88  1™®^^-  18'90  pi^oteids  +  haBmoglobin,, 

In  the  blood-corpu'scleg  of  lO'O  grm's.  of  the  same  blood  were 
found — 

(a)  15-04) 

(b)  15-13   mean :  15-07  proteids  -|=  haemoglabin* 

(c)  15-05  J 

In  the  serum  of  100  grms.  of  blood — 

18-90  -  15-07  =  3-83  grms.  proteids. 
In  100  grms.  of  serum — 

(a)  6-74  )  ^  . 

(b)  6-79  J  ^^®^'^Se :  6-77  proteids. 

From  this  the  amount  of  serum  in  100  grms.  of  defibrinated 
blood  may  be  computed — 

1^  .  100  =  56-6  per  cent,  serum; 

100  -  56-6  =  43-4  per  cent,  blood-corpuscles.- 
An  analysis  of  the  total  blood  and  another  of  the  serum 
is  now  all  that  remains  to  be  made  to  enable  us  to  compute 
the  exact  proportion  of  each  constituent  in  defibrinated  blood. 

In  order  to  prove  the  reliability  of  this  method,  I  deter- 
mined the  proportion  of  the  serum  to  the  corpuscles  in  the 
same  blood  by  another  method.  We  are,  in  fact,  able  to 
estimate  this  proportion,  as  soon  as  we  are  in  a  position  to 

*  Hoppe-Seyler,  "Handb.  der  physiol.  u.  patliol.  chemiscli.  Analyse,"  §  272 
oth  edit.,  p.  441 :  Berlin,  Hirschwald,  1883.  This  method  is  rendered  much 
more  simple  by  the  use  of  the  centrifuge  (vide  L.  von  Babo,  Liebig's  Annal, 
vol.  ixxsu.  p.  301:  1852);  without  this,  the  repeated  sinking  of  the  blood- 
corpuscles  for  the  purpose  of  decanting  the  fluid  would  necessitate  a  process 
occupying  several  weeks,  and  even  at  a  low  temperature  decomposition  and  escape 
of  haBmoglobin  would  be  unavoidable. 

,r    ^;Q?""fc-;r       ^""^'"'^"ven  Analyse  des  Blutes,"  Zeitschr.f.  Biolog.,  vol. 
xii.  p,  iyi  ;  lo76. 
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ascertain  accurately  that  any  one  of  the  constituents  of  the 
serum  does  not  occur  in  the  corpuscles.  This  is  the  case 
with  sodium,  in  some  kinds  of  blood.  It  was  rendered  prob- 
able by  the  earlier  experiments  of  C.  Schmidt*  and  of 
Hoppe-Seyler's  pupil,  Sacharjin,t  and  the  following  analyses 
made  by  myself  put  the  matter  beyond  all  doubt. 

If  defibrinated  pig's  blood  be  acted  on  by  the  centrifugal 
machine,  the  red  corpuscles  separate  from  the  serum  as  a 
thick  paste,  which  is  found  to  be  very  poor  in  sodium.  ^  It 
contains  seven  times  less  sodium  than  the  serum.  Supposing 
the  deposit  only  to  contain  one-seventh  of  its  total  bulk  of 
serum,  this  would  suf&ce  to  cover  its  whole  amount  of  sodium. 
Now,  there  was  no  difficulty  in  determining  by  the  microscope 
a  considerable  amount  of  interstitial  fluid  among  the  cor- 
puscles.   If  the  blood-corpuscles  contain  any  sodium  at  all, 
it  must  be  present  in  exceedingly  minute  quantities,  and 
we  should  commit  no  serious  error  in  determining  the  quantity 
of  serum  in  blood,  by  calculating  it  from  the  amount  of 
sodium  in  the  blood  and  the  serum. 

The  analysis  and  calculation  gave  the  following  results 

In  the  total  blood— 

{a)  0-2403  )  ^g^^  ,  Q.2406  per  cent.  Na^O. 
(&)  0-2409  ) 

In  serum — 

(a)  0-4283  |  ^^^^ .  Q.4272  per  cent.  NajO. 

(b)  0-4260  ) 

^^^^  X  100  =  56-3  per  cent,  serum. 
0^4272  ,  , 

100  -  56-3  =  43-7  per  cent,  blood-corpuscles. 

The  numbers  agree  remarkably  .ith  those  obtained  for  the 
same  pig's  blood  by  Hoppe-Seyler's  method. 

*  C  ScWt,  "C.a.a.teristi.  der  epide.isc.en  CUolera:"  Leipzig  and 
""^ra'slarjiu.  «Zur  Blutaualyse."  VirchoWa  ^rc...  vol.  xxi.  p.  337  :  1861. 
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In  the  case  of  the  blood  of  the  horse,  I  made  an  analysis 
according  to  Hoppe-Seyler's  method,  and  found  46*5  per 
cent,  serum,  and  63'5  per  cent,  corpuscles ;  by  means  of  the 
sodium  calculation,  the  result  was  46-9  per  cent,  of  serum, 
and  53"1  per  cent,  of  blood-corpuscles.  This  correspondence 
cannot  be  accidental.  We  must  conclude  from  it  (1)  that 
Hoppe-Seyler's  method  gives  correct  results  ;  and  (2)  that  in 
the  blood  of  the  pig  and  the  horse,  the  sodium  only  occurs  in 
the  plasma. 

Unfortunately,  the  latter  conclusion  is  not  true  for  all 
varieties  of  blood.  In  dog's  and  bullock's  blood,  the  corpuscles 
contain  sodium  as  well  as  the  serum.  The  easy  and  exact 
method  for  determining  the  relative  proportion  of  corpuscles 
and  serum  by  means  of  the  amount  of  sodium  is  in  so  far 
of  very  great  value,  as  it  enables  us  to  put  to  the  proof  other 
methods  which  are  applicable  to  all  varieties  of  blood. 

In  the  following  tables  the  results  of  my  analyses  of  blood 
are  given  : — 


One  Thousand  Grammes  op  Depibrinatbd  Blood  contain  


Pig. 

Horse. 

Bullock. 

436-8  cor- 

563-2 

531-5  cor- 

468-5 

318-7  cor- 

681-3 

puscles. 

serum. 

puscles. 

serum. 

puscles. 

seruni. 

Water 

276-1 

517-9 

323-6 

420-1 

191-2 

622-2 

Fixed  substances    . . 

160-7 

45-3 

207-9 

48-4 

127-5 

591 

Albumen  and  bsemo- 

globin 

151-6 

38-1 

123-6 

49-9 

Other   organic  sub- 

stances 

5-2 

2-8 

2-4 

3-8 

Inorganic  substances 

3-9 

4-3 

1-5 

5-4 

K,0  

2-4:21 

0-154 

2-62 

0-13 

0-238 

0-17.'J 

Na^O  

0 

2-406 

0 

2-08 

0-667 

2-964 

CaO  .. 

0 

0-072 

0-070 

MgO  , 

0-069 

0-021 

0-005 

0-031 

Fe^O,  

0-006 

0-007 

01   

0-657 

2-0a4 

1-02 

1-76 

0-521 

2-582 

I'.O,          ..  .. 

0-903 

0106 

0-224 

0-181 
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One  thousand  grammes  of  COB- 
PDBOLKS  contain — 


Water 

Fixed  substances    . . 

Albumen  and  hsemo- 
globin 

Other  organic  sub- 
stances 

Inorganic  substances 
.. 

Na^O  

CaO  

MgO  

Fe^Oa 

CI  • 

P2O5  


,One  thousand  grammes  of  sebum 
contain — 


PIG. 

horse:. 

via. 

^OBSB. 

BULLOCK. 

tjuis  y 

896G 

913-3 

367'9 

on  1.1 

80-4 

1 0'-<-4 

X\JO 

86-7 

OA  Til 

00/  0 

73-2 

iz  u 

50 

5-6 

8-9 

4-8 

7-7 

7-9 

5-543 

4-92 

0-747 

0-273 

0-27 

0-254 

0 

0 

2-093 

4-272 

4-43 

4-351 

0 

0 

0-136 

0-120 

0-158 

0-017 

0'038 

0  045 

0-011 

1-504: 

1-93 

1-635 

3-611 

3-75 

3-717 

2-067 

0-703 

0-188 

0-266 

In  order  to  give  an  idea  of  the  composition  of  human 
blood,  I  subjoin  the  analysis  of  my  revered  teacher,  Carl 
Schmidt,*  one  that  has  not  yet  been  surpassed,  though  it  may 
be  remarked  that  the  method  employed  gave  too  high  an 
.estimate  for  the  corpuscles  in  proportion  to  the  volume  of 
blood. 


BLOOD  OF  A  MAN  TWENTY-FIVE  YEARS  OF  AGE. 
One  TaousANiD  Geammes  op  Blood. 


513-02  blood-corpuscles. 

Water   

Substances  not  vaporizing 

at  120°  

JBCsematin    . . 
Paraglobulin,  etc. 
Inorganic  constituents 


•Chlorine 
Sulphuric  acid 
Phosphoric  acid    •  • 
Potassium  . . 
Sodium 

Phosphate  of  lime. . 
Phosphate  of  magnesium. 
Oxygen   


349-69 
163-33 


7-70  (including  0-512  iron) 

151-89 

3-74  (excluding  iron) 

0-898  ] 

■  Chloride  of  potassium 

0-031 

Sulphate  of  potassium 

0-695 

Phosphate  of  potassium 

1:586 

Phosphate  of  sodium 

.0-241 

Soda    . . 

0-048 

Phosphate  of  lime 

0-031 

Phosphate  of  magnesium 

0-206  J 

I 

Total 


1-SS7 

0-  068 

1-  202 
0-325 
0-175 
0-048 
0-031 

3-736 


*  C.  Schmidt,  "  Charaktcristik  4er  .epidcmischcn  Cholera,"  pp.  29,  32 : 
Leipzig  and  Mitau,  1850. 
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486'98  interstitial  fluid  (plasma). 


Water 

439-02 

Substances  not  vaporizing 

at  120°  

4/  yo 

Fibrin       . .       . .       . . 

Albumen,  etc. 

Inorganic  constituents 

Onlorine    .  >       .  •       •  • 

1*722 

Sulphuric  acid     .  •       *  i 

0-063 

Phosplioric  acid    . . 

0071 

0153 

Sodium 

1-661 

Phospliate  of  lime 

0-145 

Phosphate  of  magnesium. . 

0-106 

Oxygen   

0-221 

Sulphate  of  potassium  . .  0-137 

Chloride  of  potassium  . .  0-175 

Chloride  of  sodium  . .  . .  2-701 

Phosphate  of  sodium  . .  0-132 

Soda   0-746 

Phosphate  of  lime    . .  . .  0-145 

Phosphate  of  magnesium  ..  0-106 


Total    ..       ..  4-142 


Specific  Gravity  =  1-0599. 


1000  grammes  of  Wood-corpuscles. 

Water   681-63 

Substances  not  vaporizing 
at  120°    ..       ..       ,.  318-37 


Hsematin    . . 
Paraglobulin,  etc.  . . 
Inorganic  constituents 


15-02  (including  0  998  iron) 
296-07 
7-28  (excluding  iron) 


Chlorine 
Sulphuric  acid 
Phosphoric  acid    . . 
Potassium  . . 
Sodium 

Phosphate  of  lime . . 
Phosphate  of  magnesium 
Oxygen 


1-750  -> 

0-  061 

1-  355 
3  091 
0-470 
0-094 
0-060 
0-401 


'  Sulphate  of  potassium 
Chloride  of  potassium 
Phosphate  of  potassium 
Phosphate  of  sodium 
Soda   . . 

Phosphate  of  lime    . . 
Phosphate  of  magnesium 


Total  of  inorganic  constituents  (exclusive  of  iron) 
Specific  gravity  =  1-0886. 


1000  grammes  of  interstitial  fluid  (plasma). 

Water   901-51 

Substances  not  vaporizing 
at  120°  98-49 


Fibrin 

Albumen,  etc. 
Inorganic  constituents 


Chlorine 
Sulphuric  acid 
Phosphoric  acid    . . 
Potassium  . . 
Sodium 

Phosphate  of  lime 
Phosphate  of  magnesium , 
Oxygen   


8-06 
81-92 
8-51 

3-536  "I 
0-129 
0-145 
0-314: 
3-410 
0298 
0-218 
0-455 
Total  of 
Specific 


Sulphate  of  potassium 
Chloride  of  potassium 
Chloride  of  sodium  . . 
PhosphQ,te  of  sodium 
Soda   . . 

Phosphate  of  lime    . . 
Phosphftto  of  magnesium 


inorganjo  constituents 
gri^vity  =  1-0312. 


0-132 
3-679 
2-343 
0-633 
0-341 
0-094 
0-060 

7-282 


0281 
0-359 
5-546 

0-  271 

1-  532 
0-298 
0-218 

8-505 
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1000  grammea  of  serum. 

Water    908-84 

Substances  not  vaporizing 

at  120°  91-16 


Albumen,  etc. 
Inorganic  constituents 


Chlorine  

Sulphuric  acid 
Pliosphoric  acid    .  • 
Potassium  • . 
Sodium 

Phospiiate  of  lime . . 
Phosphate  of  magnesium 
Oxygen   


82-59 
8-57 

3-565  ^ 
0130 
0-146 
0-317  . 
3-438  ■ 
0300 
0-220 
0-458 
Total  of 
Specific 


Sulphate  of  potassium 
Chloride  of  potassium 
Chloride  of  sodium  . . 
Phosphate  of  sodium 
Soda    . . 

Phosphate  of  lime    . . 
Phosphate  of  magnesium 


inorganic  constituents 
gravity  =  1-0292. 


0283 
0-362 
5-591 

0-  273 

1-  545 
0-300 
0-220 

8-574 


BLOOD  OF  A  WOMAN  THIRTY  YEARS  OF  AGE. 
One  Thousand  Grammes  of  Blood. 


396-24  blood-corpuscles. 

Water   

Substances  not  vaporizing 
at  120°   


Hsematin    . . 
Paraglobulin,  etc.  . . 
Inorganic  constituents 


272-56 
123'68 

6-99  (including  0-489  iron) 
11314 
3-55  (excluding  iron) 


Chlorine  

Sulphuric  acid 
Phosphoric  acid   . . 
Potassium  . . 
Sodium 

Phosphate  of  lime  } 
Phosphate  of  magnesium  i 
Oxygen 


0-643') 
0-029 

0-  362 

1-  412 
0-648 

0-086 

0-370 


Sulphate  of  potassium 
Chloride  of  potassium 
Phosphate  of  potassium 
Potash 
Soda    . . 

Phosphate  of  lime  7 
Phosphate  of  magnesium  i 


Total  of  inorganic,  constituents  (excluding  iron) 


603-76  interstitial  fluid  (plasma). 

^ater   551'99 

Substances  not  vaporizing 

at  120°  51-77 


Fibrin 

Albumen,  etc. 
Inorganic  constituents 


Chlorine 
Sulphuric  acid 
Phosphoric  acid 
Potassium  . . 
Sodium 
Phosphate  of  lime  I 
Phosphate  of  magnesium  J 
Oxygen  


1-  91 
44-79 

5-07 

2-  202 1 
0-060 
0-144 

0-  200 

1-  916 

0-332 


I. 


Sulphate  of  potassium 
Chloride  of  potassium 
Chloride  of  sodium  . . 
Phosphate  of  sodium 
Soda    . . 

Phosphate  of  lime  ] 
Phosphate  of  magnesium ! 


0-211 . 

Total  of  inorganic  constituents 


0062 
1-353 
0-835 
0-340 
0-874 

0-086 


3-550 


0131 
0-270 
3-417 
0-267 
0-648 

0-332 
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Speoific  Gkavitt  =  1'0503. 
1000  grammes  of  blood-oelle. 


"Water 

Substances  not  vaporizing 
at  120°  


Hsematin    . . 
Paraglobuliu,  etc.  . . 
Inorganic  constituents 


687-88 
312-12 

18-48  (including  1-229  iton) 
284-68 
8-96  (excluding  iron) 


Chlorine 
Sulphuric  acid 
Phosphoric  acid    . . 
Potassium  . . 
Sodium 

Phosphate  of  lime  1 
Phosphate  of  magnesium  ^ 
Oxygen 


1-623 1 
0072 

0-  913 
3-565 

1-  635 

0-218 

0-933 


■  Sulphate  of  potassium 
Chloride  of  potassium 
Phosphate  of  potassium 
_    Potash . . 

^  -  Soda  

Phosphate  of  lime  1 
Phosphate  of  magnesium  | 


Total  of  inorganic  constituents  (excluding) 
ii-on  of  colouring  matter  of  blood)  J 
Specific  gravity  =  1-0883. 


1000  grammes  of  interstitial  fluid. 

Water   914-25 

Substances  not  vaporizing 


at  120° 


Fibrin 

Albumen,  etc.      . . 
Inorganic  constituents 


Chlorine 
Sulpliuric  acid 
Phosphoric  acid    . . 
Potassium  . . 
Sodium 

Phosphate  of  lime  ) 
Phosphate  of  magnesium  ^ 
Oxygen   


'  1000  grammes  of  serum. 

Water   

Substances  not  vaporizing 
atl2U°  ., 


85-75 

3-16 
74-20 
8-39 

3-647 1  f  Sulphate  of  potassium 
0-100  Chloride  of  potassium 

0-237  Chloride  of  sodium  .. 

0-332  (  _  J  Phosphate  of  sodium . . 
3-173  f  -  ■>  Soda 

Phosphate  of  lime  7 
Phosphate  of  magnesium  ^ 

0-351 

Total  of  inorganic  constituents 
Specific  gravity  =  1-0269. 

917-15 
82-85 


0-550 


Albumen,  etc. 
Inorganic  constituents 


Chlorine 
Sulphuric  acid 
Phosphoric  acid    . . 
Potassium  . . 
Sod4um 

Phosphate  of  lime  > 
Phosphate  of  magnesium  \ 
Oxygen   


74-43 
8-42 

3-659 1 

0100 

0-238 

0-333 

3-183 


'  Sulphate  of  potassium 
Chloride  of  potassium 
Chloride  of  sodium  . . 
Phosphate  of  sodium 
Soda    . . 

Phosphate  of  lime 


Phosphate  of  magnesium  J 


0-552 
0-351 . 

Total  of  inorganic  constituents 
Specific  gravity  =  1  0201. 


250 


LECTURE  XIIL 


More  exact  quantitative  estimates  of  the  organic  con- 
stituents of  the  blood-corpuscles  have  been  given  by  Hoppe- 
Seyler  and  his  pupils.* 

One  Thousand  Parts  of  Organio  Matter  in  the  Eed  Cohpubcles 

CONTAIN — 


Hujnan  blood. 
I.  II. 

Dog's 
blood. 

Hedge- 
hog. 

Goose. 

Coluber 
natrlx. 

Oxyhsemoglobin  . . 
Proteids  and  miclein 

Lecithin  

Oholesterin 

86-8 
12-2 
0-7 
0-3 

94-3 
5-1 
0-4 
0-3 

86-5 

n-6 

,0-6 
0-4 

92-3 
7-0 
0-7 

62-7 
36-4 
0-5\ 
0-5f 

46-7 
45-9 

0-9 

which  is  peculiar  to  the  red  corpuscles.  It  also  forms  the 
chief  constituent  of  the  dried  corpuscles.  We  have  abeady 
considered  the  composition  of  haemoglobin  and  the  question 
of  its  origin  (pp.  58  and  92-103),  and  we  shall  have  to  discuss 
the  importance  of  htemoglobin  in  respiration  in  the  foUowing 
lecture.  The  products  of  decomposition  will  also  be  con- 
sidered at  a  later  period  (Lectures  XYII.  and  XVIII.) • 

The  organic  substances  found  in  serum  are  proteid,  fat, 
soaps,  cholesterin,  lecithin,  sugar,  urea,  kreatin,  and  a 
yellow  colouring  matter  soluble  in  alcohol  and  ether,  caUed 
lutein.  Among  the  proteids,  which  make  up  the  chief  part 
of  the  organic  substances,  two  groups  are  to  be  distm- 
guished,  the  albumens  and  the  globulins.  The  former  are 
soluble,  the  latter  insoluble,  in  water,  but  globuhns  are  dis- 
solved by  dilute  solutions  of  sodium  chloride.    If  serum  be 

*  Hoppe-Seyler,  Med.  chem.  Unters.,  p.  391 ;  and  Gustav  Judell,  ibid.,  p. 

rdes^iuon  of  all  the  physical  and  chemical  properties  of  hiBmoglobin 
would  be  beyond  the  scope  of  the  present  text-book.  I  therefor  refer  the 
w  tn  the  accounts  of  Hoppe-Seyler  in  his  Med.  chem.  Unters.:  Berlin,  1866- 
mi  and  t  tho  e"  Hiifner'and  his  pupils  in  the  ZeiU,..  f.pUysiol.Ckem  ;  and 
n  i.'e  C  volumes  of  the  Journ.f.  ,raU  Chern.  Compare  a  so  Nencl. 
Sieber,  Arch.  f.  exper.  Path.  u.  Pharm.,  yol.  xv.u.  p.  401 :  1884,  and  vol. 
pp.  325,  332  :  1886. 
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subjected  to  dialysis,  the  salts  of  the  alkalies  diffuse  and  the 
globulins  are  precipitated,  whilst  the  albumens  remain  dis- 
solved (compare  p.  52).  The  relative  proportion  of  the  two 
varies  much.  The  result  of  starvation  is  to  reduce  the 
quantity  of  albumen  and  to  increase  the  quantity  of  globulin. 
It  would  thus  appear  that  globulin  is  the  form  which  proteid 
assumes  in  its  transference  from  one  organ  to  another.  We 
know  that  in  starvation  the  more  important  organs,  the 
centres  of  life,  are  nourished  at  the  expense  of  the  other 
organs,  chiefly  of  the  skeletal  muscles.*  Thus  Voit  t  found 
that  the  brain  and  spinal  eord  of  a  cat,  after  thirteen  days' 
starvation,  had  lost  only  3'2  per  cent,  of  its  weight,  the  heart 
only  2-6  per  ,cent. ;  the  skeletal  muscles,  on  the  other  hand, 
30*5  per  cent.  Miescher  found,  in  the  observations  already 
quoted  (p..  91),  that  the  Rhine  salmon,  during  its  sojourn  in 
fresh  water,  eats  nothing,  and  that  the  organs  of  reproduc- 
tion, ovary  and  testes,  increase  at  the  expense  of  the  muscles. 
Miescher  I  at  the  same  time  called  attention  to  the  fact 
that  during  this  period  the  globulins  of  the  blood,  which 
are  so  similar  to  those  of  muscle,  increase  in  quantity,  and 
the  maximum  of  this  increase  was  found  to  correspond  to  the 
period  of  maximum  growth  of  the  ovary. 

E.  Tiegel§  found  in  the  blood-serum  of  snakes,  whose 
alimentary  canal  was  empty,  only  globulin,  and  no  albumen  ; 
whereas  in  the  blood  of  snakes  whilst  digesting,  both  varieties 
of  proteid  were  constantly  present.    Burckhardt,||  Miescher's 

*  Chossat,  "  Mem.  presente's  a  I'acad,  des  Sciences  de  I'lnstitut  de  Prance  :  " 
1843;  Bidder  and  Schmidt,  "Die  Verdauungssafte  u.  der  Stoffwechsel,"  p.  327  • 
1852. 

t  C.  Voit,  Zeitschr.f.  Biolog.,  vol.  ii.  p.  355 :  18fi6. 

X  F.  Miescher-Eiisch,  Statistische  u.  biologische  Beitrage  zur  Kenntniss  vom 
Leben  des  Bhtinlachses.  Separatabdruck  aus  d.  schweiz.  Literatursammlung  zur 
inteinationalen  Fischereiausstellung  in  Berlin,  1880,  p.  211. 

§  E.  Tiegel,  Pfliiger's  Arch.,  bd.  xxiii.  p.  278  :  1880. 

II  Burckhardt,  Arch.  f.  ezper.  Path.,  bd.  xvi.  p.  322  :  1883.  The  apparently 
contradictory  results  of  G.  Salvioli  are  probably  due  to  the  fact  that  the  period 
of  starvation  was  very  short  in  his  experiments.  Moreover,  Salvioli  used  another 
method  for  separaUng  the  two  proteids  (Du  Bois'  Arch.,  p.  2(38  :  1881). 
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pupil,  has  shown  that  the  globulins  in  the  blood  of  starving 
animals  are  increased  at  the  expense  of  the  albumens. 

The  conclusions  of  Danilewsky,*  that  the  muscles  of  an 
animal  which  have  the  least  Work  to  do  are  richest  in 
globulin,  harmonize  with  these  observations.  It  would  appear 
that  the  muscles  are  not  only  organs  of  locomotion,  but  also 
storehouses  for  proteid.    When  we  consider  that,  in  the  case 
of  pancreatic  digestion,  the  globulins  occur  as  a  gradation 
between  proteid  and  peptone,  the  inquiry  suggests  itself 
whether  the  globulins  may  not  be  the  first  products  of  the 
disintegration  of  proteid.    The  globulins  appear  to  me  to  be 
the  essential  structural  principles  in  protoplasm.    In  favour 
of  this  view  is  the  fact  that  globulins  occur  in  the  ova  of 
animals,  and  in  the  seeds  and  roots  of  plants  (compare 
pp.  53,  54,  and  62).    Here  we  find  them  stored  up  in  large 
quantity  as  formative  material  for  the  later  growth  of  the 
embryo. 

The  composition  of  lymph  is  quahtatively  not  different 
from  that  of  plasma.  Quantitively  it  is  to  be  noted  that 
lymph  contains  the  same  amount  of  the  same  salts  as  the 
plasma,  but  less  proteid.  The  lymph  obtained  from  different 
parts  of  the  body  Hkewise  shows  great  variations  in  the 
amount  of  proteid.  The  same  is  true  of  the  different  patho- 
logical transudations ;  ascitic  fluid,  the  fluid  in  the  pleural 
cavity,  pericardial  fluid,  dropsical  effusions,  the  fluid  of 
hydrocele,  cerebro-spinal  and  hydrocephalic  fluid,  are  aU 
essentially  nothing  more  than  lymph,  augmented  by  patho- 
logical processes.  The  amount  of  proteid  in  these  fluids 
varies  from  0-2  to  5  per  cent.t    The  quantitative  relation  of 

*  A.  Danilewsky,  Zeitschr.f.  physiol.  Chem.,  vol.  vii.  p.  124: :  1882. 

t  Oq  the  composition  of  the  lymph  and  pathological  transudations  in  man 
and  mammals,  see  Scherer,  "  Chem.  und  micro.  Untersuch.  z.  Path.  u.  s.  w.,' 
pp  1(16  et  seq.:  Heidelberg,  1843;  C  Schmidt,  "Charact.  der  epidem.  Cholera 
ecKeniiber  verwandten  Transsudationsanomalien  : "  Leipzig,  1850 ;  Hoppe- 
Sevler,  Deut.  Klinik,  No.  37  :  1853;  Arch.  Path.  Anat,  vol.  ix.  p.  245  :  1856  ; 
Gubler  et  Quevenne,  Gaz.  medic,  de  Paris,  Nos.  24, 27,  30.  34 : 1854 ;  Hensen  uud 
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the  two  proteids,  globulins  and  albumens,  varies  between  as 
wide  limits  as  in  plasma. 

The  result  of  all  investigation  up  to  the  present  time 
leads  us  to  think  that  when  blood,  lymph,  and  chyle,  or 
blood  and  a  pathological  transudation  from  the  same  in- 
dividual, are  compared,  the  relation  of  two  proteids  to  one 
another,  in  the  blood-plasma  and  in  the  transudation,  is  the 
same,  whilst  the  total  proteid  may  be  very  different.* 

That  the  chyle  of  fasting  animals  is  nothing  more  than 
lymph,  and  that  it  only  contains  fat  particles  during  diges- 
tion, has  already  been  described  (Lecture  XII.). 

Dahnhardt,  Vircliow's  Arch.,  vol.  xxxvii.  pp.  55,  68 :  1866 ;  Hensen,  Pfliiger's 
Arch.,  vol.  X.  p.  94:  1875;  O.  Hammarsten,  Forenings  fOrhandlingar  Upsala 
Ldkare,  pp.  14,  33  :  1878. 

*  G.  Salvioli,  Du  Bois'  Areh.,  p.  268  :  1881 ;  and  F.  Hoffmann,  Arch.  f. 
exper.  Path.  u.  Pharm.,  vol.  xvi.  p.  133  :  1882. 
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LECTtJRE  XIV. 

GASES  OF  THE  BLOOD  AND  RESPIBATION  BEHAVIOUR  OF  OXYGEN  IN 

THE  PROCESSES  OF  EXTERNAL  AND  INTERNAL  RESPIRATION. 

In  our  remarks  on  the  composition  of  blood,  no  account  has 
been  given  of  its  gaseous  constituents.  Three  gases  can  be 
pumped  out  of  blood  :  *  oxygen,  carbonic  acid,  and  nitrogen. 

The  amount  of  nitrogen  is  inconsiderable ;  it  does  not  occur 
here  in  larger  qtlantities  than  it  does  in  watery  fluids  which 
come  into  contact  ^ith  atmospheric  air.  Nitrogen  is  simply 
absorbed  by  the  blood,t  and  it  appears  to  take  no  part  in 
vital  processes. t 

*  A  diagram  and  description  of  the  apparatus  used  for  pumping  out  the 
gases-the  gas-pump  of  Ludwig  and  of  Pfluger-are  given  in  every  text-book  of 
general  physiology.  As  I  assume  that  all  my  readers  possess  such  a  work,  I 
shall  not  describe  it  here.  The  original  description  and  diagram  of  the  gas-pump, 
with  which  most  of  the  experiments  on  the  blood-gases  were  carried  out  in 
Lndwig's  laboratory,  will  be  found  in  Alexander  Schmidt's  treatise  in  Benchte 
iiher  die  Verhandl.  d.  h.  sdchsisclien  Ges.  d.  Wissensch.  zu  Leipzig,  Math,  phys.k. 
Olasse  vol  xix  p.  30  :  1867 ;  and  the  description  of  the  apparatus  constructed 
by  Geissler  and  Pflu'ger  in  Pfluger's  "Untersuchungen  aus  dem  physiologischen 
Laboratorium  zu  Bonn."  p.  183  :  Beriin,  1865.  For  the  methods  o  gaj-ana  JSis 
vide  Bunsen,  »  Gasometrische  Methoden,"  Braunschweig,  2nd  edit.  :  1877.  and 
J  Geppert,  «  Die  Gasanalyse  und  ihre  physiologische  Anwendung  nach  verbes- 
serten  Methoden  : "  Berlin,  1866.  . 

t  A  knowledge  of  the  laws  that  govern  the  absorption  of  gases  is  essential  for 
the  comprehension  of  tl>e  respiratory  processes.  The  beginner  who  is  not 
tiorourhly  conversant  with  Dalton's  law,  the  meaning  of  coefficient  of  absorption 
partial  pressure,  etc.,  must  study  a  text-book  of  physics  before  proceeding  with 

of  the  nitrogen  issues  as  a  free  element  from 
the  dec  mp  s  tion  and  oxidation  of  the  nitrogenous  food-stuffs  in  the  ammal  Wly, 
has  been  upheld  by  some  until  quite  recently,  but  has  never  been  confirmed  by 
■    air  c  eSlt/nt.    For  thl  tedious  contest.  ^^<^^  ^^^f^^^^Z! 
Zeitschr.fJiolog.,  vol.  xvi.  p.  508:  1880;  Seegeu  and  Norwak,  Muger  s  ^,cfe 
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The  two  other  gases,  on  the  other  hand,  are  of  great 
physiological  importance  :  oxygen  is,  as  we  have  seen,  an 
essential  food-stuff,  the  most  potent  source  of  energy  ;  car- 
bonic acid  is  one  of  the  ultimate  products  of  tissue-change, 
the  compound  in  which  the  bulk  of  the  carbon  leaves  the 
animal  body. 

The  absorption  of  oxygen  and  the  excretion  of  carbonic 
acid  take  place  among  the  lower  animalls  over  the  whole 
surface  of  the  body ;  among  the  higher  animals,  principally 
or  exclusively  in  differentiated  organs,  such  as  lungs,  gills, 
and  traeheas.  This  process  is  termed  external,  as  distin- 
guished from  internal,  respiration,  which  last  term  we  apply 
to  the  consumption  of  oxygen  and  the  formation  of  carbonic 
acid  in  the  tissues.  A  few  authors  understand  by  this  latter 
term,  however,  only  the  physical  process  of  the  intierchange 
of  gases  through  the  walls  of  the  blood-capillaries  (the  dif- 
fusion of  carbonic  acid  from  the  tissues  into  the  blood,  and 
of  oxygen  from  the  blood  into  the  tissues),  and  not  the 
chemical  processes  of  oxidation,  of  the  assimilation  of  oxygen 
and  the  formation  of  carbonic  acid  in  the  tissues.  Venous 
blood  is  rendered  arterial  by  the  process  of  external  re- 
spiration; arterial  blood  venous  by  that  of  internal  respi- 
ration. 

As  the  skin  and  the  lungs  are  also  tissues  requiring 
oxygen  for  the  performance  of  their  functions,  the  process 
of  mternal  respiration  goes  on  at  the  same  time  along  with 
that  of  external  respiration— the  latter  preponderating  in  the 
lung.  For  this  reason  the  pulmonary  vein  carries  arterial 
blood  to  the  heart.  The  former  process  preponderates  in 
the  skin  of  most  animals,  and  the  blood  contained  in  the 
cutaneous  veins  is  therefore  venous. 

We  will  now  consider  more  closely  the  behaviour  of  the 

t"!;,^-'''':  ^  ^^^''^  Pfluger's  Arch.,  vol.  xxvi.  p.  218:  1881: 

J.  KeiBct,  Compt.  rend.,  vol.  xcvi.  p.  549  :  1883.  The  earlier  literature  is  quoted 
in  tnese  works. 
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oxygen  and  carbonic  acid  in  the  processes  of  external  and 
internal  respiration.    Let  us  first  take  oxygen. 

Arterial  dog's  blood,  which  has  served  for  most  of  the 
analyses  on  the  gases  of  blood,*  contains  in  100  vols,  from  19 
to  25  vols,  of  oxygen,  computed  at  0°  C,  and  760  mms  mer- 
curial pressure.  The  amount  of  oxygen  in  the  arterial  blood  ot 
herbivora  (sheep,  rabbit)  is  found  to  be  smaller,  viz.  from 
10  to  15  per  cent,  of  volume. t 

This  amount  of  oxygen  is  far  too  large  to  remam  merely 
absorbed  in  the  blood.    One  hundred  volumes  of  water  absorb 
4  vols,  of  oxygen  at  0°  C.  from  an  atmosphere  of  pure 
oxygen,  and  from  the  ordinary  atmosphere,  m  which  the 
tension  of  the  oxygen  is  five  times  less,  it  would  therefore 
absorb  less  than  1  vol.  of  oxygen,  and  at  the  temperatui;e 
of  the  body  even  less  still.    Watery  solutions  also  absorb 
Ls  than  pure  water ;  a  large  proportion  of  the  10  to  25  vo^. 
of  oxygen  in  arterial  blood  must  therefore  be  chemically 
combined.!   We  know,  in  fact,  that  it  is  the  h^moglobm 
which  serves  for  this  loose  combination.§    This  is  shown  by 
the  fact  that  a  pure  solution  of  hemoglobin,  contammg  the 
same  amount  of  hemoglobin  as  the  blood,  combines  with  as 
much  oxygen  and  gives  off  as  much  in  vacuo  as   be  blood 
Toes.    The  larger  proportion  of  oxygen  in  dog's  blood  t^^^^^^ 
in  the  blood  of  herbivora  is  explained  by  the  fact  that  the 
former  is  endowed  with  a  larger  amount  of  blood-corpnscles 
and  of  hEsmoglobin.    The  amount  of  hemoglobin,  and  there- 
fore of  oxygen,  is  much  less  considerable  in  the  blood  of  cold- 
blooded than  in  that  of  warm-blooded  ammals. 

*  Pflucer,  CentralK  f.  d.  med.  Wissensck.,  p.  722  :  1867;  and  PMger's  Arc,., 
.01.  i.  p.  288  ;  1868.    The  PJ         -f^^-;-  ^^^^  ,ne..  JaKrJ>er., 

'  'TiS^Efmiter  1     :V';x^  .Par;.  Fulr:.,  vol.  vii.  p.  148:  1877. 

chem.  Vnters.,  p.  191  =  1867. 
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The  compound  of  oxygen  with  hoemoglobin,  or  "oxy- 
hsemoglobin,"  is  well  known  to  be  of  a  lighter  colour  than 
reduced  hemoglobin,  and  shows  different  lines  of  absorp- 
tion in  the  spectrum.  The  bright  red  colouring  of  arterial, 
and  the  dark  red  tint  of  venous,  blood  depend  upon  this 
fact. 

If  oxygen  is  chemically  combined  with  hsemoglobin,  we 
should  anticipate  that  there  is  a  simple  relation  between 
their  equivalents.    It  would  be  interesting  to  ascertain  how 
many  atoms  of  oxygen  go  to  one  atom  of  iron.    The  analyses 
made  up  to  the  present  time  are  not  exact  enough  for  this 
purpose;  they  show,  however,  that  about  2  or  3  atoms  of 
oxygen  correspond  to  1  atom  of  iron.*    The  figures,  so  far, 
only  demonstrate  that  there  is  at  least  four  times  as  much 
oxygen  taken  up   in  the  transition  of  hemoglobin  into 
oxyhaemoglobin,  as  there  is  in  the  transition  from  suboxide  to 
oxide  of  iron,  or  from  ferrocyanide  to  ferricyanide  of  potassium. 
Possibly  the  sulphur  of  the  haemoglobin  also  plays  a  part 
in  the  loose  oxygen  compound,  and  a  similar  part  may  be 
assigned  to  the  sulphur  atoms  in  aU  proteids  (compare  p.  24). 
It  is  noteworthy  that,  according  to  previous  analyses,  the 
animals  that  require  more  oxygen  (compare  Lecture  XIX.) 
have  likewise  more  sulphur  in  their  hemoglobin.  Four 
atoms  of  sulphur  in  the  haemoglobin  of  the  horse,  six  in  that 
of  the  dog,  and  nine  in  that  of  the  hen,  go  to  two  atoms  of 
iron.t    Is  this  an  accidental  correspondence  ? 

The  oxygen  in  loose  combination  with  the  haemoglobin 
may  be  displaced  by  an  equal  volume  of  carbonic  oxide,t  or  of 

usl.  ""joi^'Mrs,  iS7'r-'  T^t  '''' ■        ^ = 

Zeitscnr.  f.  pnysiol.  11  4f fSs    iTg^^  tI^  =  ''''''''^ 

quoted  here.    Compare  also  Hoppe  stw  'l   f  , 

+  A  Jaouet  "itifr  /°^°PP^-^eyler,  ibid.,  vol.  xiii.  p.  477:  1889. 

I  CI.  Z:Lyi:Z  ZT'jT  Blutf^bstoires    D,-ssort. :  Basel.  1889. 

1857=  Hoppe-Seyl'er,  Vi^Xr^;.^^;  ?       T^Z^l"^"::'  f 
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nitric  oxide,*  a  fact  which  likewise  speaks  for  the  chemical 

union  of  the  oxygen. 

It  may  he  ohjected  that  the  oxyhismoglohin  comhmation 
could  hardly  he  destroyed  by  a  mere  vacuum,  if  it  were  really 
a  chemical  compound.    But,  as  a  matter  of  fact,  it  is  not  the 
vacuum  which  splits  up  the  oxyheemoglobin,  but  the  heat. 
A  solution  of  oxyheemoglobin  may  be  evaporated  to  dryness 
at  a  very  low  temperature,  i.e.  below  0°.  C,  in  .aouo ;  he 
oxyhemoglobin  crystals  are  not  affected.    The  higher  the 
temperature,  the  greater  must  be  the  pressure  of  oxygen 
in  order  to  counterbalance  the  dissociating  force  of  heat. 
The  affinity  of  a  substance  increases  in  proportion  to  the 
number  of  atoms  which  co-operate  in  the  attraction,  or  m 
proportion  to  the  number  of  atoms  in  the  unit  of  volume. 
This  phenomenon  is  called  the  influence  of  masst  (-^e  supra, 
p  162)    Two  antagonistic  forces  are  at  work  in  the  formation 
and  decomposition  of  oxyhemoglobin:  heat  endeavom-s  to 
karate,  chemical  affinity  seeks  to  unite.    «  — 
Jh  the  influence  of  mass,  with  the  density  with  the  paitial 
pressure  of  the  oxygen.    The  vacuum,  therefore,  only  acts  by 
r  Zing  the  mass-influence  of  the  oxygen  to  a  mimmum, 
and  thus  enabling  the  antagonistic  heat  to  attain  supremacy. 

tZr^l^  remind  my  readers  of  an  analogous  pheno- 
n.enon  well  known  in  inorganic  chemistry.  When  chaE.  is 
TuXthe  carbonic  acid  is  separated  from  the  by  heat^ 
But  this  separation  does  not  take  place  in  an  atmosphere  f 
p^e  carbonic  acid;  on  the  contrary,  quicklime  unites  with 

T>Uysiol.  CUra.,  vol.  i-  P-  1^1  •  '^^^^  .  ^  ^ufner.  Journ.  /.  l^raW.  C%em. 

vol.  vii.  p.  81 :  loS^ '  oT 

N.      vol.^xx.p.67  :  1884.  ^^^^^  Hoppe-Seyler  3M.  che^n. 

.  ;  f  iri8G^  W  Pre  et '"'Die  Blutkrystalle,"  p.  H.:  Jena.  18,1  . 
JJnters.,  P-  ■^^^  •  '■°    '  ,    .      kko  .  1070 

Podolinski,  Pfluge.'s  ^r'''^;!"  „     the  inQuence  of  mass,  afforded 

Meyer,  •^Bie  —  -or.. 

So.  CUomW5thedit.p.47D:Breslau.l884. 


THE  GASES  OF  THE  BLOOD  AND  EESPIRATION  —OXYGEN.  259 


CO2  at  a  high  temperature,  if  the  partial  pressure  of  the 
carbonic  acid  be  sufficient.  If  the  carbonate  of  lime  is  to  be 
rapidly  converted  into  quicklime,  a  stream  of  another  gas 
must  be  passed  over  it,  so  as  to  reduce  the  partial  pressure 
of  the  carbonic  acid.  The  same  thing  takes  place  in  the 
relation  of  haemoglobin  to  oxygen.  In  the  alveoli  of  the 
lungs,  where  the  partial  pressure  of  the  oxygen  is  consider- 
able, the  haemoglobin  is  completely  or  very  nearly  saturated 
with  oxygen.  In  the  capillaries  of  the  tissues,  where  the 
oxygen  that  has  been  simply  absorbed  diffuses  itself  or 
enters  into  combination  with  reducing  substances,  so  that 
the  partial  pressure  diminishes,  a  portion  of  the  combined 
oxygen  is  at  once  set  free  by  the  liberating  force  of  heat, 
and  the  partial  pressure  of  the  oxygen  rises  again  till  it 
balances  the  effect  of  the  heat.  In  this  way,  the  red  blood- 
corpuscle  is  always  surrounded  by  oxygen  under  a  definite 
pressure. 

This  arrangement  serves  a  double  purpose.  Firstly,  there 
is  far  more  oxygen  brought  to  each  tissue  by  the  blood-current 
in  a  definite  period  than  would  be  possible  by  simple  absorp- 
tion of  the  oxygen  without  chemical  combination.  The 
processes  of  oxidation  might  go  on  much  more  rapidly,  and 
yet  there  would  not  be  a  scarcity  of  oxygen.  The  amount  of 
oxygen  in  the  plasma  is  very  little  less  when  the  oxygen  is 
lavishly  used  up  than  when  it  is  economically  expended.  The 
store  of  oxygen  in  the  capillaries  is  never  exhausted  under 
normal  conditions.  In  venous  blood,  at  least  5  per  cent,  by 
volume  of  oxygen  is  always  found,  and  generally  far  more. 
Only  in  the  blood  of  asphyxiated  persons  does  the  oxygen 
almost  entirely  disappear.* 

Secondly,  the  chemical  combination  of  oxygen  offers  the 
great  advantage  that  the  intensity  of  the  processes  of  oxida- 
tion IS,  to  a  great  extent,  independent  of  the  pressure  of  the 

*  N.  Strogun„,v,  PUUger-B  Arch.,  vol.  xii.  p.  22:  187G.    The  previous  experi. 
monts  on  the  blood  of  aapLyxialed  individuals  are  quoted  here. 
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oxygen  in  the  surrounding  media.  Direct  experiment  has 
shown  that  the  pressure  of  the  oxygen  in  the  surrounding 
atmosphere  may  increase  threefold  or  diminish  to  one-half 
without  any  disturbance  being  manifested  in  the  breathing 

of  a  mammal.* 

When  the  partial  pressure  is  reduced  still  further,  the 
frequency  of  respiration  increases;  and  when  it  sinks  to 
3-5  per  cent,  of  an  atmosphere,  the  animals  die.t 

Fraenkel  and  Geppart  t  allowed  dogs  to  breathe  rarified 
atmospheric  air,  and  analyzed  the  gases  of  thehr  arterial  blood. 
They  found  that  when  the  pressure  of  air  sank  to  410  mms. 
of  mercurial  pressure,  the  normal  amount  of  oxygen  was 
retained  in  the  arterial  blood.    If  the  pressure  of  ahr  sank 
to  between  378  and  365  mms.  of  mercurial  pressure,  or  to 
half  of  an  atmosphere,  the  amount  of  oxygen  in  the  arterial 
blood  was  somewhat  diminished.    But  it  was  not  until  the 
atmospheric  pressure  sank  below  300  mms.  that  a  consider- 
able decrease  of  oxygen  was  observed. 

The  partial  pressure  of  oxygen  might  a  priori  have  been 
thought  to  exercise  a  much  slighter  influence  than  we  have 
shown  it  to  possess ;  for,  according  to  the  experiments  of 
Worm  Muller,§  the  blood  outside  the  body  becomes  almost 
completely  saturated  with  oxygen  on  being  shaken  with 
atmospheric  air  of  only  75  mms.  of  mercurial  pressm-e.  But 
these  experiments  were  carried  out  at  the  temperature  of  the 
room.  At  the  temperature  of  the  body,  decomposition  of  the 
oxyhemoglobin  begins  at  a  higher  partial  pressure,  as  Paul 

*  Wilh  Muller,  Ann.  d.  Cliem.  u.  Pharm.,  vol.  cviii.  p.  257 :  1858.  Paul 
Bert  "La  pressioa  barometrique  : "  Paris,  1878.  A.  Fraenkel  and  J.  Geppext, 
«U  ber  die  Wirkungen  der  verdiinnten  Luft  auf  den  Organrs.nus : "  Berlin 
HYrscLald,  1883.  Vide  also  L.  de  Saint  Martm,  Gompt.  rend.,  -l- -v- p.  241 . 
1884  •  and  S  Lukjanow,  Zeitschr.f.  physiol.  Chem.,  vol.  viii.  p.  313  .  1884 

'  'n  Stroganoi,  PMger's  ArcU.,  vol.  xii.  p.  31 :  1876.    An  account  of  former 

FrSrkel'rnd  Geppert,  loc.  cit.,  p.  47.    The  experiments  similar  to  those 
of  Paul  Bert  are  also  critically  discussed  here. 

§  Worm  Muller,  Ber.  d.  sdchs.  Ges.,  vol.xxu.  p.  351 :  1870. 
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Bert  *  and  Fraenkel  and  Geppert  f  have  shown.  And,  besides, 
it  must  be  remembered  that,  in  the  lungs,  oxygen  at  a  low 
tension  cannot  be  diffused  through  the  walls  of  the  alveoli 
rapidly  enough  to  saturate  each  blood-corpuscle  during  its 
short  transit  through  the  capillaries. 

The  experience  obtained  in  mountain  and  balloon  ascents 
is  in  complete  harmony  with  the  results  of  the  experiments 
on  animals. t  Eeal  dyspnoea  does  not  begin  till  a  height  of 
5000  ms.  is  reached,  which  corresponds  to  a  mercurial  pres- 
sure of  400  mms.  Human  beings  and  animals  live  as  well 
on  the  high  plateaus  of  the  Andes,  at  4000  ms.  above  the 
surface  of  the  sea,  as  on  the  sea-coast. 

We  must  now  ask  in  what  organs  and  tissues  of  our  bodies 
the  oxygen  gets  used  up. 

Lavoisier,  who  first  recognized  the  importance  of  oxygen 
in  vital  processes,  thought  that  combustion  occurred  exclu- 
sively in  the  lung.  It  was  not  imtil  Magnus  §  had  analyzed 
the  gases  of  the  blood  that  it  was  proved  that  oxygen 
passes  on  to  the  capillaries,  and  there  partially  disappears. 
But  the  question  as  to  whether  the  processes  of  oxidation 
are  completed  only  within  the  closed  blood  -  current,  or 
whether  free  oxygen  is  diffused  through  the  walls  of  the 
capillaries  into  the  tissues,  has  not  yet  been  decided. 

The  former  theory,  i.e.  that  the  oxygen  is  consumed 
withm  the  blood-vessels,  has  found  supporters  even  up  to 
the  present  time.  The  most  obvious  objection  to  it  is, 
that  kinetic  energy  is  liberated  in  the  tissues,  and  particu- 
larly in  the  muscles,  and  that  the  most  fertile  source  of 
energy  lies  in  the  affinity  of  oxygen  for  the  substances  of 
nutrition.  But,  on  the  other  hand,  we  know  that  there  is 
stored  up  in  food  a  considerable  amount  of  chemical  poten- 

*  Paul  Bert,  loc.  cit.,  p.  691. 

t  Fraeukel  and  Goppert,  loc.  cit.,  p.  57. 

\  ^r^'^L^"''^'  \       ^^^^     inteiostiag  account  of  these  experiences. 

§  G.  Magnus.  Ann  d.  Phydk.,  vol.  xl.  p.  583:  1837;  and  vol.  Ixiv.  p.  177: 
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tial  energy,  which  is  converted  into  kinetic  energy  by  the 
mere  decomposition  of  the  food-stuffs,  without  any  oxida- 
tion taking  place  (compare  Lectures  X.  and  XIX.)-  The 
amount  of  this  potential  energy  is  not  exactly  known ;  it 
must  be  admitted  that  it  may  be  sufficient  to  perform  the 
work  of  muscle,  and  that  the  products  of  decomposition  thus 
formed  may  diffuse  into  the  capillaries,  to  be  there  oxidized, 
and  then  to  serve  as  sources  of  bodily  heat. 

This  view  appeared  to  receive  confirmation  from  the  fol- 
lowing experiment  of  Ludwig  and  Alexander  Schmidt.*  It 
has  already  been  mentioned  that  the  blood  of  animals  which 
have  died  from  suffocation  contains  only  traces  of  oxygen,  and 
sometimes  none  at  all.    If  oxygen  be  added  to  such  blood  out- 
side the  body,  a  part  of  the  oxygen  thus  artificially  introduced 
rapidly  disappears,  and  the  carbonic  acid  is  increased.  The 
blood  from  asphyxiated  animals  contains  substances  that  are 
readily  oxidized.    The  blood  of  other  animals  also  combines 
with  some  oxygen  outside  the  body,t  but  the  amount  is  much 
less,  and  disappears  much  more  slowly  than  in  the  case  of 
the  blood  from  asphyxiated  animals.!   Ludwig  and  Alexander 
Schmidt  explain  these  facts  thus :  under  normal  conditions, 
readily  oxidized  compounds  are  continually  finding  their 
way  from  the  tissues  into  the  capillaries,  where  they  are 
immediately  decomposed  by  the  free  oxygen,  so  that  they 
cannot  be  traced  in  normal  blood.    In  asphyxiated  animals, 
on  the  other  hand,  they  remain  stored  up  in  the  blood  in 
consequence  of  the  absence  of  oxygen.    According  to  the  laws 
which  govern  the  diffusion  of  gases,  we  should  expect  to  find 
that  the  oxygen  in  the  blood  wouhi  penetrate  the  liquids  of 
all  the  tissues.    It  is,  however,  conceivable  that  the  oxygen 
may  be  hindered  from  doing  so  by  the  reducing  substances, 

*  Ale^  Schmidt,  Ber.  iiber  die  Verlmndl.  der  sdchs.  Ges.  der  Wi^^en^h.  zn 
Leipng,  Math.  phys.  Classe.  vol,  xix.  p.  99:  1867.  Vide  also  K  Stroganow, 
Pfliiger's  Arcli.,yo\.  xii.  p.  41 :  1876. 

t'pflugor,  Centralh.f.  d.  med.  Wissenscli.,  pp.  321,  722 :  1867. 
.  •    X  -A-lex.  Schmidt,  loo.  cit,  p.  108. 
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which,  flowing  unintermittently  from  the  tissues  into  the 
blood,' meet  the  oxygen  on  its  way  and  prevent  its  advance 
beyond  the  capillary  wall. 

The  opposite  view,  that  oxidation  takes  place  in  the  other 
tissues  as  well,*  rests  upon  the  following  facts  of  comparative 
physiology,  t  It  is  well  known  that  nearly  all  the  lower 
animals  which  have  no  blood,  die  at  once  without  oxygen, 
and  that  this  source  of  energy  is  indispensable  to  every  cell.  J 
The  vegetable  cell  has  likewise  essentially  the  same  meta- 
bolism, and  cannot  live  without  free  oxygen  {vide  p.  44).  The 
higher  animals,  with  a  differentiated  system  of  blood-vessels, 
require  oxygen  in  the  first  stages  of  existence,  even  before  the 
formation  of  blood-corpuscles,  as  the  respiration  of  a  bird's 
egg  shows. § 

Nevertheless,  we  cannot  admit  that  these  facts  afford 
indubitable  proof  of  respiration  in  the  tissues  of  the  higher 
animals  when  fully  developed ;  for  the  essence  of  the  higher 
organization  consists  in  the  fact  that  there  is,  synchronous 
with  the  differentiation  of  the  tissues  and  organs,  a  division 
of  labour.  It  is  quite  conceivable  that  decomposition  and 
oxidation  may  take  place  in  the  same  cell  among  the  lower 
animals  only,  and  that  in  the  more  highly  organized  ones  the 
duty  of  oxidation  is  exclusively  relegated  to  the  blood,  the 
processes  of  decomposition  going  on  in  the  other  tissues. 

But  it  can  be  shown  that  oxidation  also  occurs  in  the 

*  The  first  decided  advocate  of  this  view  was,  so  far  as  I  know,  Moritz 
Traube,  Virchow's  Arch.,  vol.  xxi.  p.  386:  1861. 
t  Pfliiger,  in  his  Arch.,  vol.  x.  p.  270 :  1875. 

+  It  is  still  a  matter  of  controversy  whether  certain  organisms  of  the  lowest 
kind — yeast-cells,  certain  bacteria — can  live  entirely  without  free  oxygon,  "  ano9- 
robic."  It  appears,  however,  tliat  this  question  may  now  be  answered  in  the 
affirmative.  Vide  J.  W.  Gunning,  Journ.  f.  praht.  Ghem.,  vol.  svi.  p.  314:  1877; 
vol.  xvii.  p.  266:  1878;  and  vol.  xx.  p.  434:  1879  ;  Nencki,  Journ.  f.  prakt.  Ckem., 
vol.  xix.  p.  337  :  1879  ;  Br.  Lachowicz  und  Nencki,  Pfliiger's  Arch.,  vol.  xxxiii. 
p.  1  :  1883;  and  Nencki,  Pfliiger's  Arch.,  vol.  xxxiii.  p.  10  :  1883.  Comparo  also 
G.  Bunge,  "Ueber  das  Sauerstoffbediirfniss  der  Darmparasiten,"  Ztitschr. /. 
phyniol.  Ghem.,  vol.  viii.  p.  48 :  1883. 

§  J.  Baumgartner,  "  Der  Athmungsprocess  im  Ei,"  Freiburg  i.  B. :  1861. 
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tissues  of  insects,  which  possess  a  vascular  system,  although 
not  so  highly  developed  as  the  vertebrata.    This  is  proved  by 
the  fact  that  the  finest  branches  of  a  trachea  run  down  as  far 
as  the  individual  cells  of  the  tissue.*    The  observations  made 
by  Max  Schultzef  on  the  Lampyris  splenclidula  are  particularly 
conclusive.    In  the  glow  organs  of  this  animal  certain  cells 
adhere  to  the  tracheal  endings,  "like  the  flowerets  of  an 
umbelhferous  plant."     These  cells,  as  well  as  the  tracheal 
endings,  stain  a  deep  black  with  osmic  acid,  owing  to  the 
separation  of  the  metallic  osmium;  consequently  there  is 
present  in  these  cells  a,  substance  with  a  powerful  attraction 
for  oxygen.    It  may,  therefore,  readily  be  supposed  that  this 
substance,  by  combining  with  the  oxygen  introduced  through 
the  trachea,  brings  about  the  development  of  Ught.  The 
illuminating  power  of  the  two  glow  organs  eontimies  after 
they  have  been  isolated,  and  even  after  a  microscopic  section  ■ 
has  been  made.   Max  Schultze  observed  under  the  microscope 
that   "with  the  rhythmic  increase  and  diminution  of  the 
light,  which  these  animals  generally  exhibit  distinctly,  the 
first  appearance  of  the  light  is  characterized  by  minute 
coruscations  in  the  glow  organ,  which  correspond  in  number 
and  arrangement   to  the  terminal  cells  of  the  trachea." 
When  the   oxygen  is  withdrawn,  the  illuminating  power 
ceases. J    Max  Schultze  also  remarks  that  the  tracheal  ter- 
minations in  other  organs,  as  well  as  those  in  the  glow 
organs,  are  rapidly  stained  black  if  the  animals  be  placed 
alive  in  osmic  acid. 

*  Kupffer,  "  Beitrage  zur  Anatomie  und  Physiologie,  als  Festgabe  C. 
Ludwig  gewidmet  von  seinen  Schiilem,"  p.  67  :  1875 ;  Finkler,  Pfliiger's  Arch., 
vol.  X.  p.  273 :  1875. 

t  Max  Schultze,  Arch.  f.  mik.  Anat.,  vol.  i.  p.  124 :  1865. 

X  An  interesting  account  of  the  numerous  observations  on  the  illuminating 
power  of  various  animals,  and  on  the  way  in  which  it  depends  upon  oxygen,  is 
given  by  Milne  Edwards,  "  Le9ons  sur  la  physiologie  et  I'anatomie  comparee," 
vol.  viii.  pp.  93-120 :  Paris,  1863 ;  and  by  Ptliiger,  in  his  Arch.  f.  d.  ges.  Fliys., 
vol.  X.  pp.  275-300 :  1875.  For  the  experiments  on  the  chemicftl  side,  vide 
Rftdziszewski,  Ber.  d.  deut.  chem.  Ges.,  vol.  xvi.  p.  597:  1883,  where  the  pruvious 
writings  on  this  subject  aru  quoted. 
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In  view  of  these  facts,  it  cannot  be  doubted  that  free 
oxygen  is  used  up  in  the  tissues  of  insects.  A  critical  observer 
will  nevertheless  hesitate  before  applying  these  results  to  the 
vertebrata.  In  the  case  of  the  latter,  it  is  only  in  the  placenta 
of  mammals  and  in  the  salivary  glands  that  the  oxygen  has 
been  dfefinitely  proved  to  make  its  way  out  through  the 
capillary  walls. 

The  blood  of  the  umbilical  vein  is  of  a  brighter  red  than 
that  of  the  umbilical  arteries,  and  oxyhsemoglobin  can  be 
traced  in  the  former  by  the  spectroscope.*  It  is  well  known 
that  the  blood-vessels  of  the  mother  aad  of  the  embryo  do  not 
communicate  in  the  placenta;  they  form  two  separate  capillary 
systems.  The  oxygen  must,  therefore,  be  first  diffused 
through  the  capillary  walls  of  the  mother's  vascular  system, 
and  then  through  those  of  the  foetus,  before  reaching  the 
■blood  of  the  latter. 

That  oxygen  passes  through  the  capillary  wall  in  the 
saUvary  glands  is  apparent,  for  the  simple  reason  that  the 
saliva  contains  free  oxygen.  So  large  an  amount  of  oxygen 
passes  out  of  the  blood,  therefore,  that  the  cells  of  the 
glandular  tissue  cannot  consume  it,  and  the  excess  escapes 
with  the  secretion.  Pfliigerf  ascertained  the  presence  of 
absorbed  oxygen  in  the  submaxillary  secretion  with  the  aid 
of  the  gas-pump ;  he  found  that  it  amounted  from  0*4  to  0-6 
per  cent,  of  the  volume  of  the  saHva.  This  fact  was  confirmed 
by  Hoppe-Seyler,  who  used  a  very  sensitive  test  for  free  oxygen, 
a  hfemoglobin  solution,  which,  on  coming  into  contact  with 
fluids  containing  oxygen,  at  once  shows  the  absorption-bands 
characteristic  of  oxyhajmoglobin.J    Hoppe-Seyler  found  that 

*  Zweifel,  Arch,  f  Gyndkologie,  vol.  ix.  p,  291 :  1876 ;  Zuntz,  Pfluger'a  Arch., 
vol.  XIV.  p.  605 :  1877. 

t  Pfluger,  in  his  Arch.,  vol.  i.  p.  686 :  1868. 

t  Hoppe-Seyler,  Zeitschr.  f.  phy.nol.  Chem.,  vol.  i.  p.  135 :  1877.  The  appa- 
ratus used  by  him  to  admit  of  the  action  of  the  hajinoglobin  solution  on  the 
secretion,  without  coming  in  contact  with  the  atmospheric  air,  is  described 
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the  secretions  of  both  the  submaxillary  and  of  the  parotid 
contained  oxygen. 

Hoppe-Seyler,  on  the  other  hand,  could  detect  no  trace  of 
oxygen  in  the  bile  and  urine  with  the  aid  of  his  sensitive 
reagent.*  Nor  has  any  free  oxygen  hitherto  been  indubitably 
found  in  lymph.  Free  oxygen  has,  therefore,  not  been  proved 
with  certainty  to  exist  in  most  organs  of  vertebrata. 

Pfluger  and  Oertmannt  founded  their  proof  on  the  following 
experiment.     They  showed  that  a  frog,  in  whose  vascular 
system  a  solution  of  common  salt  circulated  instead  of  blood, 
used  up  as  much  oxygen,  and  produced  as  much  carbonic 
acid  in  an  atmosphere  of  pure  oxygen,  as  a  normal  frog  would 
do.    A  delicate  canula  is  tied  into  the  central  end  of  the 
abdominal  vein  J  of  a  frog,  and  a  0*75'  per  cent,  solution  of 
salt  injected  in  a  centripetal  direction,  until  increasingly 
diluted  blood,  and  finally  pure  salt  solution,  flowed  from  the 
peripheral  opening  of  the  vein.§  Frogs  thus  treated  generally 
lived  one  or  two  days.    If  such  frogs  were  introduced  into  an 
atmosphere  of  pure  oxygen,  they  consumed  as  much  oxygen 
and  developed  as  much  carbonic  acid  in  from  ten  to  twenty 
hours  as  a  normal  animal.     Oertman  concluded  from  this 
experiment  that  oxidation  proceeded  only  in  the  tissues, 
because  they  alone  used  up  as  much  oxygen  as  the  tissues 
and  the  blood  together.  But  this  is  not  a  necessary  conclusion. 
The  facts  may  equally  well  be  interpreted  in  support  of  the 
opposite  view.    It  might  be  argued  in  this  case  that,  again, 
only  processes  of  decomposition  had  taken  place  in  the  tissues 

*  The  traces  of  oxygen  which  Pfluger  (Arch.,  vol.  ii.  p.  156 :  1869)  found  in 
the  gases  that  were  pumped  out  of  the  urine,  milk,  and  bile,  were  probably  only 
due  to  the  unavoidable  impregnation  with  atmospheric^air. 

t  E.  Oertmann,  Pfluger's  Arch.,  vol.  xv.  p.  381 :  1877. 

1  The  work  of  Alex.  Ecker,  "  Die  Anatomie  dcs  Frosches."  Vieweg  and  Sohn, 
1864-1882  (translated  into  English  by  G.  Plaslam,  Foreign  Biological  Memoirs: 
Claiendon  Press,  Oxford),  will  serve  to  acquaint  the  reader  with  the  anatomy  of 
the  frog.  It  is  plentifully  supplied  with  illustrations,  and  contains  a  complete 
account  of  the  literature  of  the  subject.  .   ,  .  ^  ,      ,  w 

§  This  method  of  obtaining  frogs  free  from  blood  was  first  introduced  by 
Colinheim  (Virchow's  Arch.,  vol.  xlv.  p.  333:  1869). 
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of  the  "  salt-frog ;  "  that  the  products  of  decomposition  had 
been  diffused  through  the  capillary  wall  into  the  solution  of 
salt  containing  oxygen,  and  had  been  oxidized  within  the 
closed  vascular  system.  The  partial  pressure  of  the  oxygen, 
being  five  times  greater  than  normal,  had  made  up  for  the 
want  of  hasmoglobin. 

To  conclude  this  subject,  we  may  state  the  following 
very  interesting  fact,  ascertained  by  Ludwig  and  his  pupils. 
Afonassiew  *  found  that  the  reducing  substances  of  the  blood 
from  asphyxiated  animals  occur  only  in  the  blood-corpuscles, 
and  not  in  the  serum ;  and  Tschiriew  f  found  that  the  lymph 
of  such  animals  is  also  free  from  these  substances. 

It  thus  appears  that  the  blood  is  only  concerned  in  pro- 
cesses of  oxidation  in  so  far  as  living  cells  are  suspended  in 
it ;  that  all  oxidations  in  our  body  proceed  exclusively  in  the 
active  elements  of  the  tissues,  in  the  cells  and  the  products  of 
their  metamorphosis,  but  not  in  the  fluids  surrounding  them. 

This  theory  is  rendered  so  probable  by  all  the  facts  and 
analogies  of  the  case,  that  it  is  accepted  by  every  physiologist. 

We  have  now  to  consider  how  the  rapid  and  complete 
oxidation  of  the  nutritive  substances  in  our  tissues  is  to  be 
explained.  The  food  eaten  at  the  most  abundant  meal 
becomes,  before  six  hours  have  elapsed,  nearly  all  converted, 
by  oxidation,  into  the  ultimate  products,  carbonic  acid,  water, 
and  urea;  whereas  proteid,  fats,  and  carbohydrates  are  not 
affected  by  oxygen  external  to,  and  at  the  temperature  of, 
the  body.  Other  conditions  favourable  to  oxidation  must, 
therefore,  be  present  in  the  body. 

The  most  obvious  suggestion  was,  that  the  alkalinity  of 
the  blood,  of  lymph,  and  of  protoplasm  had  something  to  do 
with  the  matter.  It  is  known  that  the  oxidation  of  organic 
substances  proceeds  more  rapidly  in  an  alkaline  than  in  a 
neutral  or  acid  solution.    I  may  remind  my  readers  of  the 

*  N.  Afonassiew,  Ber.  d.  saahg.  Oes.  d.  Wissensoh.,  vol.  xxiv.  p.  253  :  1872. 
t  S.  Tschiriew,  ibid.,  vol.  xxvi.  p.  116:  187i. 
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behaviour  of  pyrogallol — and,  indeed,  of  all  polyatomic  phenols 
— of  the  leuco-compounds  of  numerous  colouring  matters,  of 
grape-sugar,  etc.  The  latter,  dissolved  in  soda,  absorbs 
oxygen  rapidly  at  the  temperature  of  the  body.  But  it  must 
be  remembered  that  for  this  purpose  free  alkali  is  necessary, 
"whereas  our  tissues  only  contain  carbonates,  or  possibly  bicar- 
bonates  of  the  alkalies,  as  free  carbonic  acid  penetrates  all 
tissue  elements. 

Nencki  and  Sieber  *  have  indeed  shown  that  dilute  solu- 
tions of  sodium  carbonate  and  grape-sugar,  or  proteid,  also 
absorb  oxygen.  But  the  amount  absorbed  is  small,  and  the 
absorption  takes  place  very  slowly.  Additional  factors  must 
therefore  be  at  work  in  our  tissues. 

Eecourse  has,  therefore,  been  had  to  the  assumption  that 
a  portion  of  the  inspired  oxygen  is  converted  in  our  tissues 
into  that  powerful  oxidizing  modification  termed  ozone.  Even 
Schonbein,t  the  discoverer  of  ozone,  mentioned  this  hypothesis. 
What,  therefore,  is  known  concerning  ozone  ? 

If  the  electrical  induction-current  be  allowed  to  pass 
through  oxygen-gas,  condensation  takes  place,  and  the  oxygen 
now  contains  ozone.  A  small  part  only  of  the  oxygen— at 
most  5  per  cent.— is  converted  into  ozone.  The  volume  of  the 
ozone  amounts  to  only  two-thirds  of  that  of  the  oxygen,  from 
which  it  was  formed.  '  Soret  t  has  ascertained  this  in  the 
following  manner.  Oil  of  turpentine  absorbs  only  the  ozone 
from  oxygen  containing  ozone,  the  amount  of  which  is  ascer- 
tained from  the  diminution  of  volume.  If  a  sample  of  this 
oxygen  containing  ozone  be  heated,  the  ozone  is  destroyed, 
and  the  volume  increases.  This  increase  of  volume  is  always 
half  as  much  as  the  diminution  of  volume  by  absorption. 

*  Nencki  and  Sieber,  Journ.  f.  prald.  Chem.,  vol.  xxvi.  p.  1 :  ISf  Compare 
also  Schmiedeberg,  Arch.f.  e..per.  Path.  u.  Pharm.,  vo  •  xiv  pp.  291-295:  1881; 
and  Salkowski,  Zeitschr.  f.  phydol.  Chem.,  vol.  vu.  p  115 :  1882. 

t  Schoubein,  Poggendorff's  Annal,  vol.  Ixv.  p.  171  :  184o. 

t  Soret,  Ann.  Chem.  Pharm.,  vol.  cxxvii.  p.  38  :  1863  ;  vol.  cxxx.  p.  95  :  1863 . 
Snppl.  V.  p.  148  :  1867  ;  Covipt.  rend.,  t.  Ivu.  p.  604 :  1863. 
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Therefore,  on  heating,  one  volume  of  ozone  becomes  one  and 
a  half  volumes  of  oxygen,  two  volumes  of  ozone  become  three 
volumes  of  oxygen.  It  follows,  both  from  this  fact  and  from 
Avogadro's  hypothesis  (that  equal  volumes  of  gas  contain  an 
equal  number  of  molecules),  that  ozone  contains  three  atoms 
of  oxygen  in  each  molecule.  Three  oxygen  molecules  of  two 
atoms  each  have  produced  two  ozone  molecules  of  three 
atoms.  We  may  imagine  that  the  two  atoms  in  the  oxygen 
molecule  become  separated  from  each  other  by  the  kinetic 
energy  of  the  electric  current,  and  each  of  them  attaches 
itself  loosely  to  an  intact  oxygen  molecule.  This  third 
oxygen  atom,  thus  loosely  combined,  has  a  strong  affinity  for 
oxidizable  substances.*  In  fact,  in  oxidation  by  ozone,  never 
more  than  a  third  of  the  weight  of  the  ozone  enters  into 
combination,  and  no  diminution  of  volume  of  the  oxygen 
containing  ozone  occurs. 

This  theory  is  also  strictly  in  accordance  with  the  fact 
that  even  at  a  low  temperature  ozone  oxidizes  substances 
which  ordinary  oxygen  does  not  attack  except  at  a  high  tem- 
perature. In  the  case  of  ordinary  oxygen,  the  atoms  must 
first  be  separated  by  the  kinetic  energy  of  heat.  With  ozone, 
this  was  done  beforehand  by  the  kinetic  energy  of  the  electric 
current. 

It  is  well  known  that  ozone  also  arises  as  a  by-product 
during  the  slow  oxidation  of  phosphorus.  An  idea  can  be 
formed  of  this  process  by  the  following  explanation :  during 
the  slow  oxidation  only  one  of  the  two  atoms  of  the  oxygen 
molecule  enters  into  combination  with  the  phosphorus ;  and 
the  other  attaches  itself  to  an  undeeomposed  molecule  of 
oxygen. 

It  may  be  seen  from  the  above  that  the  third  oxygen 
atom  in  the  ozone  molecule,  which  causes  the  powerful  oxi- 
dations, can  have  no  other  property  than  that  of  nascent 
oxygen.    In  fact,  it  can  be  proved  that  wherever  slow  oxi- 

*  Olausius,  Poggendorffs  Annal,  vol.  cxxi.  p.  250 :  1864. 
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dation  occurs,  a  part  of  the  oxygen  acquires  "  active  qualities," 
and  acts  in  the  same  way  as  the  ozone  formed  during  slow 
oxidation  of  phosphorus.  We  cannot  expect  that  ozone 
should  be  formed  when  oxidizable  substances  are  present, 
as  these  fix  the  nascent  oxygen  atom  before  it  can  unite  with 
a  molecule  of  oxygen  to  form  one  of  ozone. 

It  is  with  such  conditions  that  we  have  to  deal  in  the 
organism,  and  for  these  reasons  ozone  is  never  formed  in 
the  body,  though  we  meet  with  energetic  processes  of  oxi- 
dation. A  priori  there  is  no  point  in  trying  to  trace  ozone 
in  the  animal  body.  Many  htres  of  oxygen  containing  ozone 
might  be  introduced  into  the  blood,  and  yet  we  could  not 
pump  out  a  single  molecule  of  ozone. 

The  following  experiments  show  that  some  of  the  oxygen 
atoms  attain  "active  properties"  during  slow  oxidation  by 

ordinary  oxygen. 

If  ammonia  be  present  during  the  oxidation  of  pyrogallol 
in  alkaline  solution  by  atmospheric  oxygen,  it  becomes  oxi- 
dized into  nitrous  acid.*  Peroxide  of  hydrogen  is  formed 
during  the  oxidation  of  benzaldehyde.f  If  metallic  sodium 
be  oxidized  by  air  in  the  presence  of  petroleum-ether,  the 
hydrocarbons,  which  compose  the  latter,  are  converted  into 
the  corresponding  alcohols  and  acids. t 

It  is  well  known  that  benzol  cannot  be  converted  into 
phenol  by  the  action  of  the  ordinary  oxidizing  agents,  but  that 
it  can  by  means  of  ozone.§  It  can,  however,  be  done  by  ordi- 
nary oxygen,  if  ferrous  or  cuprous  sulphate  are  present.  |1 

*  This  experiment  of  Baumann's  was  communicated  by  Hoppe-Seyler,  Ber.  d 
deutsch.  eliem.  Ges.,  vol.  xil  p.  1553 :  1879. 

t  Eadenowitsch,  Ber.  d.  deuUch.  chem.  Ges.,  p.  1208  .  1873. 

t  Hoppe-Seyler,  Ber.  d.  deutscU.  chem  Ges.,  vol.  xu.  pp.  1553, 

S  Nenoki  and  P.  Giacosa.  ZeiUchr.  f.  physiol.  Chem.,  vol.  iv  p.  339.  1880. 
Lei.  (Ber  d.  deuUch.  chem.  Ges.,  vol.  xiv.  p.  975:  1881)  could  not  confirm 
Uns  account;  in  his  experiments,  the  benzol  was  oxidized  "^^o  c-^T.^^"^' 
oxalic Tckformic  acid,  and  acetic  acid.  But  the  conditions  under  wh.ch  the 
experiments  were  carried  out  dififered  in  the  two  cases. 

11  Nencki  and  Sieber,  Joarn.  f.  praU.  Chem.,  vol.  xxvi.  pp.  24,  25.  1S82. 
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We  must  imagine  that  the  suboxide  fixes  one  of  the  two  oxygen 
atoms,  while  the  one  set  free  oxidizes  the  benzol. 

Palladium -hydrogen  has  the  same  effect  as  the  suboxide 
of  iron  or  copper.  Graham  has  shown  that  if  palladium  foil 
be  employed  as  the  negative  electrode  in  the  electrolysis  of 
water,  no  hydrogen  is  developed  at  this  pole.  The  hydrogen 
unites  with  the  palladium.  The  metal  takes  up  nine  hundred 
times  its  volume  of  the  gas,  while  at  the  same  time  its  own 
volume  increases.  This  combination  gradually  liberates  a 
part  of  the  hydrogen ;  it  behaves  like  nascent  hydrogen. 
When,  therefore,  the  palladium-hydrogen  comes  in  contact 
with  atmospheric  oxygen,  the  hydrogen  becomes  oxidized,  a 
part  of  the  oxygen  is  rendered  "active,"  and  if  benzol  is 
present,  it  is  converted  into  phenol,  as  it  would  be  by  ozone.* 

Nascent  oxygen,  as  might  a  priori  be  assumed,  acts  as  a 
more  energetic  oxidizer  even  than  ozone.  Ozone,  for  instance, 
cannot  oxidize  free  nitrogen,  any  more  than  it  can  carbonic 
oxide.  The  nascent  oxygen,  on  the  other  hand,  arising  from 
the  action  of  palladium-hydrogen  on  ordinary  oxygen,  oxi- 
dizes free  oxygen  to  nitrous  acid,  and  carbonic  oxide  to  car- 
bonic acid.f 

If  benzol  is  introduced  into  our  body,  it  mostly  reappears 
in  the  urine  as  phenol.J  We  may  therefore  assume  that 
reducing  substances  also  occur  in  our  tissues,  and  "play  a  part 

*  Hoppe-Seyler,  Zeitsohr.  f.  physiol.  Ghem.,  vol.  ii.  p.  22  :  1878 ;  and  vol.  x. 
p.  35:  1886;  Ber.  d.  deutsch  chem.  Ges.,  vol.  xii.  p.  1551:  1879;  and  vol.  xvi. 
pp.117,  1917:  1883.  Compare  also  Leeds,  ibid.,  vol.  xiv.  p.  975:  1881;  and 
Moritz  Traube,  ibid.,  voh  xv.  p.  659;  vol.  xvi.  pp.  123,  1201:  1883;  and  vol. 
xviii.  pp.  1877-1900 :  1885 ;  also  Baumann  and  Preusse,  Zeiischr.  f.  physiol. 
Chem.,  vol.  iv.  p.  453 :  1880 ;  Neucki,  Journ.  f.  prakt.  Cliem.,  vol.  xxiii.  p.  87  : 
1880 ;  and  Baumann,  Zeitscr.  f.  physiol.  Chem.,  vol.  v.  p.  244 :  1881 ;  and  Ber.  d 
deutsch.  chem.  Ges.,  vol.  xvi.  p.  2146:  1883.  Moritz  Traube  has  raised  objections 
of  considerable  weight  to  the  theory  that  oxygen  is  rendered  active  by  reducing 
substances.  I  have  given  this  theory  in  my  account,  but  must  expressly  state 
that  It  may  involve  hypotheses  and  analogical  iuductions  from  facts  which  pos- 
sibly are  capable  of  a  different  interpretation.  The  reader  may  form  his  own 
judgment  from  the  interestiag  and  instructive  works  quoted  above. 

t  Baumann,  Zeitschr.  f.  physiol.  Chem.,  vol.  v.  p.  244 :  1881. 

t  Schultzea  and  Naunyii,  Reichert  and  Du  Bois'  Arch.,  p.  349  :  1867. 
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similar  to  that  taken  by  them  in  the  above-mentioned  experi- 
ments with  palladium-hydrogen  or  the  metallic  suboxides. 
I  have  already  stated  (pp.  262,  267)  that  such  reducing 
substances  are  found  in  the  blood  of  asphyxiated  animals ; 
and  they  are,  moreover,  to  be  met  with  in  all  tissues. 
Ehrlich*  showed  that  blue  colouring  matters,  as  alizarin 
blue,  indophenol  blue,  lose  their  colour  in  the  tissues  of 
living  animals,  and  that  the  tissues  turn  blue  again  on 
contact  with  the  air.    We  may  assume  that  these  readily 
oxidizable,  reducing  substances  arise  by  fermentative  action 
from  the  food-stuffs  along  with  other  products  of  decomposi- 
tion that  are  not  readily  oxidizable.    But  as  soon  as  the 
readily  oxidizable  substances  become  oxidized  by  the  inspired 
oxygen,  a  part  of  the  oxygen  attains  "  active  "  properties,  and 
oxidizes  those  which  are  not  readily  oxidizable. 

That  reducing  substances  do  arise  by  fermentative  action 
in  the  cells,  may  be  seen  in  butyric  acid  fermentation.  The 
hydrogen  liberated  in  this  process  becomes  oxidized  by  ordi- 
nary oxygen  to  form  water.  Hydrogen  never  proceeds  from 
fermentative  processes,  if  there  has  been  a  sufficient  access  of 
air.t  This  explains  the  absence  of  hydrogen  in  the  atmo- 
sphere in  spite  of  the  extensive  processes  of  fermentation 
going  on  all  over  the  surface  of  the  earth. 

The  formation  of  saltpetre  shows  us,  moreover,  in  a 
very  remarkable  way,  how  processes  of  oxidation  may  go 
on  in  a  most  energetic  manner  at  the  same  time  as  pro- 
cesses of  decomposition,  produced  by  putrefactive  organisms. 
Nitrogen,  which  has  but  a  slight  affinity  for  oxygen,  is  raised 
to  the  highest  stage  of  oxidation  by  the  oxygen-atoms  which 
are  Hberated  during  the  oxidation  of  the  reducing  putrefactive 
products  and  which  oxidize  the  ammonia  resulting  from 
the  decomposition.    Eecent  researches  have  proved  that 

*  P  Ehrlich,  "Das  Sauerstoffbedu.fuiss  des  Organismus  :  "  Berlin  1885. 
t  Hoppe-Seyler,  PMger's  AroK  vol.  xii.  p.  16:  1870;  ZeiUcUr.  f.  pl.yswl. 
Chem.,  vol.  viii.  p.  214  :  1884. 
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certain  living  putrefactive  organisms  take  an  active  part  in 
the  formation  of  saltpetre.* 

It  is  probable  that  all  the  cells  in  our  bodies  have  the 
same  power  as  these  unicellular  beings,  these  organisms 
associated  with  fermentation  and  decomposition.  But  we 
need  not  .  assume  that  the  reducing  substances  formed  by 
them  are  always  the  same.  Hoppe-Seyler  f  is  of  opinion 
that  hydrogen  is  liberated  in  the  tissues  of  the  animal  body 
just  as  it  is  in  certain  unicellular  putrefactive  organisms; 
that  the  hydrogen  cannot  be  detected  in  the  tissues,  is  no 
argument  against  this  view.  But,  however  this  may  be, 
the  nascent  hydrogen  need  not  be  the  only  reducing  subst£^nee 
by  means  of  which  active  oxygen  arises  in  our  tissues. 
These  reducing  substances  may  be  of  very  different  kinds 
in  the  various  cells ;  they  may  even  be  numerous  and  change- 
able in  the  individual  cell,  according  to  the  functions  it  is 
required  to  perform  at  a  given  moment. $ 

The  "  spontaneous  combustion  "  of  hay  affords  a  striking 
example  of  the  activity  which  oxidation  of  the  organic  food- 
stuffs  may  attain,  when  decomposition  of  the  latter  has 
previously  set  in.  If  hay  is  stacked  before  it  is  thoroughly 
dry,  decomposition  begins  in  the  middle  of  the  damp  stack 
through  the  action  of  organized  or  unorganized  ferments! 
As  all  decomposition  by  ferments  is  accompanied  by  hydi-a- 
tion,  drymg  is  the  best  means  of  preventing  it.  Heat  is 
liberated  by  the  decomposition,  and  proportionately  with  the 
rise  m  temperature  in  the  middle  of  the  stack  an  ever- 
mcreasmg  accumulation  of  easily  oxidizable  decomposition- 
products  IS  formed.    If  the  hay  be  now  disturbed  bo  that 

263:  1877;  vol.  xxxJx  p'!  224  :  "1879  ^"l" 
+  Hoppe-Seyler,  Pfluo-er's  Arr'h  ««i 

/o..../.;'„,./a;m.,vS  ixiif  p  87     ss;"  '.  ^^  ^'""P'^"  '''"^'^'^ 

Chem.,  vol.  V.  p  244  :  1881         ^'     '         '  ^"'^  ^aumaim,  Zeitschr.  f.  physiol. 
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there  is  free  access  of  atmospheric  oxygen  to  the  internal 
parts  of  the  stack,  the  whole  blazes  up  and  is  consumed. 

The  rapid  oxidation  of  food-stuffs  which  takes  place  in  our 
tissues  offers  no  mystery  if  the  analogies  that  we  have  dwelt 
upon  are  taken  into  consideration.    We  must,  however,  not 
forget  that  the  participation  of  active  oxygen  in  the  process  is 
at  present  only  an  hypothesis,  and  that  the  facts  are  capable 
of  another  explanation.  In  this  connection  another  hypothesis 
deserves  mention,  which  was  first  started  by  Moritz  Traube.* 
I  refer  to  the  idea  that  "oxygen-carriers"  are  the  active 
factors  in  the  chemical  processes  of  our  body.    By  this  term 
are  meant  substances  which  combine  loosely  with  oxygen, 
and  readily  give  it  up  to  others  which  do  not  dkectly  unite 
with  oxygen.    A  well-known  example  of  such  an  oxygen 
transport  is  seen  in  the  part  played  by  nitric  oxide  in  the 
preparation  of  sulphuric  acid.    Sulphurous  acid  cannot  unite 
with  oxygen  directly.    But  if  nitric  oxide  be  present,  sul- 
phuric acid  results  ;  for  the  former  body  forms  a  loose  com- 
pound with  oxygen,  and  gives  up  the  oxygen  to  the  sulphurous 
acid.    A  small  quantity  of  nitric  oxide  is  capable  of  convert- 
ing an  unlimited  quantity  of  sulphurous  into  sulphuric  acid. 

A  similar  action  to  that  of  nitric  oxide  in  the  oxidation  of 
sulphurous  acid,  is  manifested  by  sulphindigotate  of  potassium 
in  the  oxidation  of  grape-sugar.    If  a  solution  of  grape-sugar 
be  heated,  in  the  presence  of  air,  with  some  carbonate  of 
soda,  only  a  very  insignificant  and  unimportant  absorption  of 
oxygen  takes  place.    But  if  sulphindigotate  of  potassium  be 
present,  it  gives  up  its  loosely  combined  atom  of  oxygen  to  the 
grape-sugar  and  becomes  decolourized.    On  shaking  up  the 
solution  with  air,  it  again  becomes  blue;  the  sulphindigotate 
of  potassium  has  again  taken  up  oxygen  from  the  an-.  On 
lettin-  the  solution  stand  for  a  brief  period,  it  again  becomes 
decolourized.   The  blue  colour  only  remains  permanent  at  the 
surface,  where  the  solution  continues  in  constant  contact  with 
♦  M.  Traube  "  Theorie  der  Fermentwirkungen : "  Berlin,  1858. 
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the  air.  In  this  manner  a  small  quantity  of  sulphindigotate 
of  potassium  is  able  to  effect  the  oxidation  of  large  quantities 
of  grape-sugar,  provided  a  free  admission  of  atmospheric  air 
be  allowed. 

The  same  result  can  also  be  produced  by  cupric  oxide. 
A  blue  ammoniacal  solution  of  cupric  oxide  is  decolourized 
when  heated  with  grape-sugar.  The  cupric  oxide  is  reduced 
to  cuprous  oxide ;  it  has  given  up  one  atom  of  oxygen  to  the 
grape-sugar.  On  shaking  it  up  with  air,  it  again  becomes 
blue,  and  so  on.  The  cuprous  oxide  here  plays  the  same 
part  as  oxygen-carrier  that  the  nitric  oxide  does  in  the 
formation  of  sulphuric  acid. 

The  oxidation  of  oxalic  acid  in  the  presence  of  a  salt 
of  iron  affords  another  example.  Under  the  influence  of 
light,  oxahc  acid  is  oxidized,  carbonic  acid  is  formed,  while 
the  ferric  oxide  is  reduced  :  the  admission  of  air  causes  the 
ferrous  oxide  thus  formed  again  to  absorb  oxygen  ;  and  thus 
a  small  amount  of  ferric  salt  has  the  power  of  gradually 
causmg  the  oxidation  of  a  large  quantity  of  oxalic  acid.* 

When  we  attempt  to  explain  the  rapid  oxidation  in  the 
human  body  in  an  analogous  manner,  we  are  met  with  the 
difficulty  that  no  oxygen-carrier  can  be  detected.  Hemoglobin 
at  fii-st  suggested  itself,  but  direct  experiment  has  shown 
that  the  oxygen  which  is  loosely  attached  to  the  oxyhjemo^ 
globm  produces  no  other  oxidations  than  the  ordinary 
molecular  oxygen.f    Moreover,  it  must  be  taken  into  con- 
sideration that  oxidation  occurs  chiefly  in  tissues  which 
contain  no  hemoglobin.    A  part  of  the  muscles  forms  an 
exception  to  this  rule,  but  even  these  only  contain  traces  of 
hemoglobm.     The  part  played  by  hemoglobin  in  the  blood 
consists  merely  in  transporting  the  oxygen  in  a  concentrated 
form  through  all  the  organs,  and  in  giving  up  some  wherever 
needed.    In  this  sense,  in  fact,  hemoglobin  may  be  regarded 
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as  an  oxygen- carrier,  but  not  in  the  sense  of  the  oxygen- 
carriers  in  the  four  examples  adduced.  The  latter  also 
yield  their  oxygen  to  those  substances  which  are  not  oxidized 
directly  on  coming  into  contact  with  the  atmosphere,  whereas 
the  haemoglobin  yields  it  only  to  those  substances  which  have 
the  power  of  fixing  ordinary  molecular  oxygen. 

It  would  really  be  more  reasonable  to  consider  the  ferric 
oxide  as  the  oxygen- carrier  in  onr  tissues.    Wherever  proteid 
and  nnclein  are  to  be  found,  loosely  combined  ferric  oxide  is 
also  to  be  met  with.    It  must  be  remembered  that  m  the  con- 
version of  ferrous  into  ferric  oxide,  two  atoms  of  iron  invari- 
ably combine  with  only  one  of  oxygen ;  that  therefore  a 
splitting  up  of  the  oxygen  molecule  must  precede  oxidation, 
and  that  the  oxygen  is  not  separated  during  reduction  as 
molecular  oxygen.    On  the  other  hand,  it  must  be  borne  m 
mind  that  in  the  oxidation  of  oxalic  acid,  as  m  the  example 
given,  the  transference  of  the  oxygen  by  the  ferrous  oxide  only 
occurs  if  the  kinetic  energy  of  sunlight  co-operate  simul- 
taneously.   It  would  thus  be  necessary  to  assume  that  our 
tissues  are  endowed  with  an  analogous 

doubtful  whether  the  heat  of  the  body  would  be  sufficient 

for  this  purpose.  , 

The  theory  that  oxygen  is  act™  in  the  tissues  has  also 
been  shown  to  be  at  variance  with  the  tact  that 
„adily  oxidi^able  substanees  xemam  wholly  or  paitially 
unaltered  in  their  passage  through  the  tissues  ot  our  body, 
such  as  pyrogalM,*  pyrooateehin.t  and  phosphorus.}  Car- 
Wc  o/de,§  which  is  concerted  into  carbonic  ac.d  by  nascent 

de  rorgamsme,   t.  n.  p-  • 
er».,vol.i.p.249:  1877. 

t  Baumann  and  Herter  ib.d  p^249.  ^  ^^^^^ 

X  Hans  Meyer,  ^J'^.  f'^^^^^^  f.^^d  quoted  here.  . 
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oxygen,  and  oxalic  acid,  which  is  so  readily  oxidizable,*  are 
quite  unaltered  in  the  organism. 

But  these  facts,  too,  may  be  explained  in  another  way. 
Every  molecule,  while  on  its  travels,  does  not  necessarily 
reach  that  point  where  it  would  meet  with  nascent  oxygen. 
It  even  appears  a  plausible  assumption  that  substances 
which  do  not  belong  to  normal  nutrition,  or  such  as  are 
poisonous,  do  not  reach  those  cells  in  which  the  most  intense 
oxidation  occurs,  to  constitute  a  source  of  energy  for  the  per- 
formance of  normal  functions.  These  cells,  like  all  others, 
make  their  choice ;  they  work  with  definite  material,  and 
reject  that  which  is  likely  to  be  injurious  (compare  pp.  5-6, 
108,  164,  174-175,  and  the  beginning  of  Lecture  XYII.). 

Another  explanation  of  the  fact  that  pyrogallol  and 
pyrocatechin  do  not  become  oxidized,  is  that  they  do  not 
circulate  in  a  free  state  through  the  body,  but,  like  all 
hydroxyl  derivatives  of  the  aromatic  hydrocarbons,  i.e.  all 
phenols,  combine  with  the  sulphuric  acid  which  arises  from 
the  decomposition  of  the  albuminates  in  the  tissues.  The 
phenols  play  the  same  part  here  that  the  alcohols  do  in 
the  formation  of  the  sulphuric  ethers.  A  union  accompanied 
by  dehydration  takes  place ;  the  sulphuric  acid  is  converted 
from  a  dibasic  into  a  monobasic  acid,  and  reappears  in  the 
urine  as  an  alkaline  salt. 

These  conjugated  sulphuric  acids  were  discovered  by 
Baumann.  He  showed  that  the  urine  of  herbivora  always 
contaias  an  abundance  of  phenolsulphate  of  potassium.f  To- 
gether with  this  another  conjugated  sulphuric  acid  occurs,  in 
which  the  phenol  is  replaced  by  a  methylated  phenol  called 
cresol,$  and  also  sulphuric  acid  conjugated  with  pyrocate- 

was  given  out  by  the  lungs.   It  thus  appears  that  carbonic  oxide,  introduced  in 
this  way,  becomes  oxidized. 
*  Gaglio,  he.  cit.,  p.  246. 

t  Baumunn,  Pfluger's  Arch.,  vol.  xil  p.  69  :  1876 ;  and  vol.  xiii.  p.  285  :  1876. 
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cliin*  and  with  indoxyl.t  These  combinations  were  also 
found  to  be  invariably  present  in  human  urine,  and  only 
absent  in  the  urine  of  camivora  if  nothing  but  meat  were 
eaten. 

It  appears  that  sulphuric  acid,  which,  being  the  extreme 
stage  of  oxidation  of  sulphur,  is  not  capable  of  further  oxida- 
tion, also  protects  the  organic  conjugate  against  oxidation, 
even  if  the  latter  belongs  to  the  group  of  fats.  Salkowski  J 
found  that  ethylsulphurie  aoid,  when  given  to  a  dog,  passed 
imaltered  into  the  urine. 

The  question  whether  the  nucleus  of  benzol  is  ever  broken 
up  by  the  decomposing  and  oxidizing  agents  occurring  in  our 
tissues,  has  not  yet  been  settled.     All  aromatic  compounds 
whose  behaviour  in  the  animal  body  has  been  examined  in 
detail  reappear  in  the    urine  as    aromatic  compounds, 
although  mostly  in  an  altered  form.    But  the  experiments 
have  not  been  executed   quantitatively.     The  possibility 
remains  that  at  least  a  small  part  is  decomposed.  Outside 
the  organism,  benzol  can  be  oxidised  by  the  action  of  ozone 
at  an  ordinary  temperature,  and  thus  converted  into  car- 
bonic acid,  oxalic  acid,  formic  acid,  acetic  acid,  and  an 
amorphous  black  residue.  §    Should  a  really  active  oxygen  be 
demonstrated  as  existing  in  our  tissues,  we  might  infer  that 
a  complete  decomposition  of  the  benzol  also  occurred  in 
them. 

Phenol  is  oxidized  and  split  up  by  permanganate  of 
potassium  in  an  alkaline  solution,  with  the  production  of 
oxalic  acid.  This  fact  led  Salkowski  ||  to  examine  the  blood 
of  rabbits  poisoned  by  phenol  for  oxalic  acid.  OxaHe  acid 
was  detected  in  two  out  of  three  eases,  but  not  in  the  blood 
of  two  healthy  rabbits. 

•  Baumann,  PflUger's  Arch.,  vol.  xii.  p.  63 :  1876 

t  Baumanu  and  L.  Brioger,  Zeitschr.f.  physiol.  Chem.,  vol.  lu.  p.  254:  18  <  J. 

X  E.  Salkowski,  PflUger's  Areh.,  vol.  xii.  p.  63 :  1876. 

§  Leeds,  Ber.  d.  deutsch.  chem.  Ges.,  vol.  xiv.  p.  975  :  1881. 

II  Salkowski,  Pflugei's  Arch.,  vol.  v.  p.  357 :  1872. 
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Experiments  carried  out  by  Tauber  *  and  Auerbach  f  in 
Salkowski's  laboratory  showed  equally  that  if  phenol  be 
given  to  dogs,  only  a  part,  varying  from  30  to  70  per  cent., 
according  to  the  amount  introduced,  ever  reappears  in  the 
urine  and  faeces.  But  it  should  not  be  immediately  assumed 
that  the  phenol  which  has  disappeared,  has  undergone  com- 
bustion. It  is  quite  possible  that  the  benzol  was  not  de- 
stroyed, but  that  the  phenol  had  passed  into  another  aromatic 
compound.  Schaffer  $  in  fact  found,  in  two  experiments  in 
which  he  estimated  the  amount  of  conjugated  sulphuric  acids, 
that  these  latter  were  increased  after  the  addition  of  phenol, 
and  in  the  exact  ratio  of  the  amount  of  phenol  administered. 
No  increase  of  oxalic  acid  in  the  urine  could  be  detected  in 
these  experiments,  nor  in  those  of  Tauber  and  Auerbach.  The 
latter  was  not  able  to  find  any  oxalic  acid  in  the  blood  either. 

After  Schotten  §  and  Baumann  ||  had  introduced  certain 
aromatic  amido-acids,  with  three  carbon  atoms  in  the  lateral 
series  (tyrosin,  phenylamidopropionic  and  amidocinnamic 
acids),  into  the  organism  of  men,  dogs,  and  rabbits,  they 
could  find  no  increase  of  any  known  aromatic  compound  in 
the  urine.  They  hence  concluded  that  these  aromatic  com- 
pounds had  been  completely  oxidized. IT 

A  sceptical  observer  may  be  inclined  to  doubt  the  correct- 
ness of  this  conclusion  without  further  evidence.  We  are 
far  from  being  acquainted  with  all  the  aromatic  compounds 
which  may  occur  in  the  urine. 

What  is  actually  known  concerning  the  changes  which 
aromatic  compouuds  undergo  through  oxidation  in  the  animal 
body,  is  as  follows. 

*  Tauber,  Zeitschr.  /,  pliysiol.  Chem.,  vol.  ii.  p.  366  :  1878. 
t  Auerbach,  Virchow's  Arch.,  vol.  Ixxvii.  p.  226 :  1879. 
t  Schaffer,  Journ.  f.  praht.  Chem.  N.  F.,  vol.  xviii.  p.  282  :  1878. 
§  Schotten,  Zeilschr.f.  phijsiol.  Chem.,  vol.  vii.  p.  23:  1882;  and  vol.  viii.  p. 
60:  1883. 

II  Baumann,  ibid.,  vol.  x.  p.  130  :  1886.  Compare  also  K.  Baas,  ibid.,  vol. 
xi.  p.  485:  1887. 

Vide  also  Nencki  and  P.  Giacosa,  ibid.,  vol.  iv.  p.  328 :  1880. 


280 


LECTUEE  XIV. 


The  hydrocarbons  are  hydroxylized,  the  benzol  being 
converted  into  oxybenzol  and  dioxybenzol  * — bydrochinon  and 
pyrocatechin.  Oxidation  does  not  advance  a  step  further  ; 
for,  after  the  administration  of  a  few  milligrammes  of  dioxy- 
benzol (pyrocatechin),  it  reappears  unaltered  in  the  urine. f 

If  the  aromatic  combination  introduced  into  the  animal 
body  has  a  lateral  series  belonging  to  the  fat-group,  it  is 
in  most  cases  attacked  by  oxygen. J   Thus  toluol  (CgHs— CH3), 
ethylbenzol   (CeHs-CaH^),  propylbenzol  (CeHg-CaH,),  ben- 
zylalcohol  (C6H5-CH2OH),  are  all  converted  by  oxidation 
into  benzoic  acid  (CgHaCOOH).    On  the  contrary,  phenylacetic 
acid  (CeHg-CHa-COOH)  is  not  attacked  by  oxygen.  The 
inoxidizable  carboxyl  group  appears  in  this  case  to  protect  the 
adjoining  carbon  atom  in  the  same  way  as  we  have  seen  happen 
in  the  inoxidizable  sulphuric  acid.    Group  CH2  in  phenyl- 
acetic acid  is  protected  on  one  side  by  the  indestructible 
benzol  nucleus,  on  the  other  by  carboxyl.    But  if  more  than 
one  atom  of  carbon  is  inserted  between  the  benzol  nucleus 
and  carboxyl,  this  protection  does  not  suffice.  Phenylpro- 
pionic  acid  (C6H5-CH, -CH2-COOH)   and  cinnamic  acid 
(CeHs-CH  =  CH-COOH)  are  converted  into  benzoic  acid 
(CfiHsCOOH)  by  oxidation.    If  more  than  one  lateral  series 
be  present  of  the  benzol  nucleus,  only  one  of  them  is  con- 
verted by  oxidation  into   carboxyl.     Thus  the  following 
changes  are  produced  by  oxidation  :— 

Xylol.  CgH,  {cf '  }  is  converted  into  CgH,  {cqoh}  toluy^i"  a^id. 

Mesitylene,CaH3-!GH3  „        „      C^H,  OH  J- mesitylemo  acid. 

{GHJ  ICOOHJ 

Oymol,  C,H,  „  C,H,  {^5^'^}  "^"^i^^^ 

In  the  animal  body,  many  aromatic  compounds  enter  into 

*  Baumann  und  C.  Preusse,  Zeitschr.f.  pliysiol.  Chem.,  vol.  iii.  p.  156 :  1879. 
t  De  Jonge,  ibid.,  vol.  iii.  p.  184  :  1879. 

X  SchultzenundMaunyn,Eeic.liertandDuBoi8Mrc?i.,p.  349:  1867;  ^eucKl 
^  and  P.  Giacosa,  Zeitschr.  f.  physiol.  Chem.,  vol.  iv.  p.  325  :  1880. 
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combination  with  members  of  the  fat-group  which  are  easily 
oxidizable,  and  protect  these  from  oxidation.  The  best-known 
instance  of  this  kind  is  the  formation  of  hippnric  acid  from 
glycoeoll  and  benzoic  acid  : 

CH2NH2         CeHg  CH2NH— CO— CgHg 

I  +1         =1  +H2O. 

COOH        COOH  COOH 

When  no  aromatic  compounds  are  present  in  the  animal 
body,  glycoeoll  undergoes  complete  oxidation,  and  is  con- 
verted into  carbonic  acid,  water,  and  urea  (see  Lecture  XVI.) ; 
but,  by  uniting  with  the  indestructible  benzoic  acid,  it  is 
protected  against  the  influence  of  oxygen,  and  appears  in  the 
urine  as  hippurie  acid  (see  Lecture  XVI.). 

Schmiedeberg  and  his  pupils  *  have  observed  an  interesting 
synthetic  process  of  this  kind  in  which  a  product  of  the 
oxidation  of  sugar  unites  with  an  aromatic  compound,  and 
is  thus  protected  against  further  decomposition  and  oxidation. 
If  camphor  (CioHmO)  be  administered  to  a  dog,  this  substance 
is  hydroxylized  in  the  same  way  as  we  have  seen  happen 
with  regard  to  benzol;  and  campherol  [CioHj6(OH)0]  is 
formed.  But  this  product  does  not  pass  as  such  into  the 
urine,  but  combined  with  glycuronic  acid,  with  which  it  has 
united  with  dehydration.  The  formula  of  glycuronic  acid  is 
CbHioOt  and,  judging  from  aU  its  properties  and  reactions,  it 
must  be  regarded  as  a  derivative  of  grape-sugar,  and  as  a 
result  of  incipient  oxidation,  t  If  we  break  up  the  compound 
of  campherol  and  glycuronic  acid  by  boiling  with  dilute  acids, 
the  liberated  glycuronic  acid  is  rapidly  decomposed;  it  becomes 
brown,  and  carbonic  acid  is  developed.  It  is  difficult  to  obtain 
a  satisfactory  quantity  undecomposed  for  analysis.  The  ease 
with  which  this  acid  is  decomposed  and  oxidized  explains 

*  C.  Wiedemann,  Arch./,  exper.  Path.  u.  Pharm.,  vol.  vi.  p.  230:  1877- 
Schmiedeberg  and  Hans  Meyer,  ZeitBchr.  f.  physiol.  Chem.,  Yol.  iii.  p.  422  :  1879.' 
voL  si    .38*8  properties  of  glycurouio  acid,  vide  H.  Thierlelder,  ibid.. 
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why  we  do  not  meet  with  it  in  the  normal  metabolism  of 
animals.  Here  we  find  that  the  sugar,  as  soon  as  its  oxida- 
tion has  commenced,  is  rapidly  decomposed  into  carbonic 
acid  and  water.  It  appears  that  fats  offer  definite  points  of 
attack  for  oxygen ;  and  if  these  points  are  protected  by  non- 
oxidizable  substances,  the  oxygen  is  unable  to  operate  upon 
them.  As  soon  as  these  points  are  undefended,  they  are 
rapidly  decomposed  and  oxidized. 

Schmiedeberg  *  has  met  with  glycuronic  acid  a  second 
time  under  different  circumstances.  He  fed  a  dog  on  food 
containing  no  albumen,  such  as  bacon  and  starch  paste,  and 
then  administered  benzol.  In  order  to  form  phenolsulphuric 
acid,  the  organism  in  this  case  could  only  dispose  of  a  minute 
quantity  of  sulphuric  acid,  resulting  from  the  decomposition 
of  proteids  in  the  tissues— no  sulphur  having  been  introduced 
with  the  food.  It  follows  that  all  the  phenol  formed  from  the 
benzol  did  not  appear  in  the  urine  conjugated  with  sulphuric 
acid.  It  was  proved  that  a  part  appeared  as  conjugated 
glycuronic  acid. 

Other  inquirers  have  also  repeatedly  met  with  glycuronic 

acid.  Jaffef  found  that  orthonitrotoluol  (^CgH^  ^Q-g-^^ 
is  converted,  in  the  dog,  into  orthonitrobenzyl  alcohol 
(^CgH^lQ^^Qjj^.  This  alcohol  appears  in  the  urine 
conjugated  with  an  acid,  which  seems  to  be  identical  with 
Schmiedeberg's  glycuronic  acid.  Mering  and  MusculusJ 
found,  in  the  urine  of  men  and  dogs  to  whom  hydrate  of 
chloral  or  of  butylchloral  had  been  administered,  the  cor- 
responding alcohols,  trichlorethylalcohol  and  trichlorbutyl- 

*  Schmiedeberg,  Arch.f.  exper.  Path.  u.  Pliarm.,  vol.  xiv.  pp.  306,  307  :  18S1. 
t  Jafle,  Zeitschr.  /.  pliysiol.  Chem.,  vol.  ii.  p.  47  :  3878, 

t  Von  Mering  and  Musciilus,  Ber.  d.  deutsch.  chem.  Ges.,  vol.  vm.  p.  662 : 
1875  •  von  Mering,  Zeitschr.  f.  physiol.  Cliem.,  vol.  vi.  p.  480  :  1882.  Vide  also 
Kulz'  Pfluger'8  Arch.,  vol.  xxviii.  p.  506  :  1882;  and  Kossel,  ZeiUchr.  f.  phyBwl. 
Giem.,  voL^iv.  p.  296:  1880;  and  M.  Lesnik,  Arch.  f.  exper.  Path.  «.  Pharm., 
vol.  xxi.  p.  168  :  1887. 
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alcohol,  conjugated  with  glycuronic  acid.  It  is  to  be  noted  that 
in  this  process  the  conjugate  of  glycuronic  acid  is  formed  by 
reduction,  while  in  the  processes  observed  by  Sohmiedeberg 
and  Jaffe,  it  was  due  to  oxidation.  Again,  in  the  experiments 
of  Mering  and  Musculus,  it  was  not  an  aromatic  compound 
which  protected  the  glycpronic  acid  from  oxidation,  but  one. 
belonging  to  the  fatty  series,  which  h^^d  beep  rendered  more 
or  less  incombustible  by  chloiine, 
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LECTURE  XV. 

THE     GASES    OP    THE    BLOOD    AND    RESPIRATION  {continued)  

BEHAVIOUR  OF  CARBONIC  ACID  IN  THE  PROCESSES  OE  INTERNAL 
AND  EXTERNAL  RESPIRATION — CUTANEOUS  RESPIRATION  IN- 
TESTINAL GASES* 

In  our  previous  remarks  on  the  gases  of  tlie  blood  and  on 
respiration,  we  have  become  acquainted  with  the  behaviour  of 
oxygen  and  the  processes  of  oxidation  in  the  tissues.  It  now 
only  remains  for  us  to  consider  the  ultimate  gaseous  product 
of  the  processes  of  oxidation  and  decomposition,  carbonic 
ACID,  together  with  its  behaviour  in  the  processes  of  internal 
and  external  respiration. 

In  the  venous  blood  of  the  dog,  the  carbonic  acid  amounts 
to  from  39  to  48  vols,  per  cent,  (reckoned  at  0°  C.  and 
760  mms.  mercury) ;  in  the  arterial,  to  an  average  of  about  8 

vols,  per  cent,  less.* 

Carbonic  acid,  like  oxygen,  is  not  simply  absorbed  in  the 
blood,  as  there  is  far  too  large  an  amount.  Water  absorbs 
double  its  own  bulk  from  an  atmosphere  of  pure  carbonic 
acid,  at  0°  C. ;  at  the  temperature  of  a  room,  it  absorbs  its 
own'  volume,  and  at  the  temperature  of  the  body,  half  its 
volume,  or  50  vols,  per  cent,  of  this  gas.  Very  nearly  as 
much  as  this  is  contained  in  venous  blood.  If,  therefore, 
the  carbonic  acid  were  simply  absorbed,  its  partial  pressure 
would  amount  to  that  of  a  whole  atmosphere.    This  cannot 

*  A.  Sohoifer,  Wien.  ahad.  Sitzungsler.,  vol.  xli.  p.  589:  I860;  Sczelkow, 
ibid.,  vol.  xlv.  p.  171 :  1862. 
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be  the  case,  for  the  partial  pressures  of  all  the  gases  of  the 
blood  together  can  never  amount  perceptibly  to  more  than 
one  atmosphere. 

The  partial  pressure  of  the  carbonic  acid  in  the  blood  is 
accurately  known  from  the  researches  of  Pfliiger  and  his 
pupils  Wolffberg,  *  Strassburg,  t  and  Nussbaum.J  They 
introduced  blood  from  the  vessels  of  a  living  dog  into  the 
upper  end  of  a  vertical  glass  tube,  which  contained  nitrogen 
with  a  small  percentage  of  carbonic  acid.  The  blood  ran 
down  against  the  sides  of  the  tube  without  coagulating,  and 
was  at  once  removed  when  it  reached  the  lower  end,  by  a 
particular  arrangement  which  prevented  any  air  getting  to 
it.§  If  the  tension  of  the  carbonic  acid  in  the  blood  is  greater 
than  in  the  gas  inside  the  tube,  then  the  amount  of  carbonic 
acid  in  the  gas  must  increase ;  if  the  tension  in  the  blood  is 
less,  then  the  amount  of  carbonic  acid  in  the  gas  must 
diminish.  It  was  proved  by  numerous  experiments  that  the 
pressure  of  CO2  amounts  to  5*4  per  cent,  of  an  atmosphere  in 
the  blood  of  the  large  veins  of  the  dog  and  in  that  from  the 
right  heart,  and  to  2*8  per  cent,  in  arterial  blood.  || 

Now,  as  water  at  the  temperature  of  the  body  only  takes 
up  about  50  vols,  per  cent,  of  CO2  from  an  atmosphere  of 
pure  carbonic  acid,  it  follows  that  venous  blood  which  is 
under  a  carbonic  acid  pressure  of  only  5  per  cent.,  or  g'o  of 
an  atmosphere,  cannot  contain  more  than  about  |-g-=2| 
vols,  per  cent,  of  GO-,  simply  absorbed.  The  remaining  36 
to  46  vols,  per  cent,  must  be  in  a  state  of  chemical 
combination,  and  a  glance  at  the  composition  of  the  ash  of 
blood  {vide  supra,  p.  245)  shows  us  that  the  substances,  which 
fix  carbonic  acid,  must  be  soda  and  potash.    The  ash  of  the 

*  Wolffberg,  Pfliiger's  Arch.,  vol.  iv.  p.  463  :  1871 ;  and  vol.  vi.  p.  23  :  1872. 
t  Strassburg,  ibid.,  vol.  vi.  p.  6.5  ;  1872. 
X  Niisabaura,  ibid.,  vol.  vii.  p.  296  :  1873. 

§  Diagrams  and  description  ojf  tlie  apparatus  are  given  by  Strassburg,  loe. 
cit.,  p.  69. 

II  Strassburg,  loc.  cit. 
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plasma  has  never  been  analyzed.  I  found  that  serum,  the 
ash  of  which  cannot  be  of  very  different  constitution  from 
that  of  the  plasma,  has  the  following  composition  : —  * 

One  Thousand  Geammes  of  Serum  from  Dog's  Blood  contains — 


We  need  take  no  notice  of  the  minute  proportion  of  potassium, 
■which  probably  arises  mostly  from  the  breaking  up  of  the 
leucocytes,  and  of  which  there  is  only  a  trace  in  the  plasma 
of  the  living  blood.    Nor  is  it  necessary  to  take  into  con- 
sideration the  small  amount  of  lime  and  magnesium;  they 
are  for  the  most  part  combined  with  the  albumens  and  nucleo- 
albumens,  and  perhaps  are  not  at  all  concerned  in  fixing 
carbonic  acid.    Anyhow,  the  bulk  of  the  carbonic  acid  in  the 
plasma  is  combined  with  sodium  :  3-463  of  the  4-341  grms. 
of  sodium  are  sufficient  to  saturate  the  only  strong  mineral 
acid  of  the  plasma,  the  hydrochloric  acid.    The  remainder, 
0-878  grm.  of  sodium  is  able  to  fix  0-623  grm.  C02=  316  c.cms. 
carbonic  acid  gas  (computed  at  0°  C.  and  760  mms.  mercm-ial 
pressure),  besides  an  equal   additional  amount  when  the 
bicarbonate  of  soda  is  formed.    632  c.cms.  of  carbonic  acid 
{i.e.  68  vols,  per  cent.)  may,  therefore,  be  chemically  combined 
in  a  litre  of  blood-plasma.    It  must,  however,  be  remembered 
that  the  carbonic  acid  never  really  reaches  quite  63  volumes 
per  cent.,  as  the  0-878  grm.  sodium  must  be  divided  amongst 
the  other  weak  acids — such  as  phosphoric  acid,  proteid,  and 
perhaps  many  others,  each  of  which  is  of  little  importance 
singly,  but  which,  altogether,  exert  some  influence.    As  a 
fact,  from  43  to  57  vols,  per  cent,  of  carbonic  acid  have  up  to 
the  present  been  found  in  arterial  blood- serum  of  the  dog. 
The  amount  of  CO2  must  be  still  larger  in  the  serum  of  venous 

*  The  analysis  has  hitherto  been  published  only  in  part  {ZeiUclir.f.  Biolog., 
vol.  xii.  p.  204 :  1876). 
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blood,  where  the  disposable  sodium  is  perhaps  almost  com- 
pletely saturated  with  carbonic  acid.    How  large  a  share  of 
the  sodium  falls  to  the  lot  of  the  carbonic  acid  depends  on 
"mass  influence,"  i.e.  on  the  partial  pressure  of  the  carbonic 
acid.*    In  the  tissues  where  CO2  is  liberated  by  oxidation 
and  decomposition,  and  its  partial  pressure  rises,  sodium 
bicarbonate  must  be  formed  at  the  cost  of  the  sodium 
albuminate  and  of  the  dibasic  sodium  phosphate  (Na2  HPO4), 
which  latter  gives  up  one-half  of  its  sodium,  and  is  converted 
into  the  acid  salt  (NaHgPOi).    In  the  alveoli  of  the  lungs, 
where  the  partial  pressure  of  the  carbonic  acid  is  diminished 
in  consequence  of  the  constant  mechanical  ventilation,  the 
blood  gives  off  a  portion  of  its  carbonic  acid  by  diffusion ;  the 
mass-influence  of  the  CO2  in  the  blood  becomes  lessened,  and 
that  of  the  other  acids  relatively  increased  ;  again  sodium 
albuminate  and  dibasic  sodium  phosphate  (Na2HP04)  are 
formed  at  the  cost  of  the  sodium  bicarbonate.    As  soon  as 
the  amount  of  free  carbonic  acid  decreases,  however  little,  the 
amount  of  the  loosely  combined  CO2  also  diminishes,  and  even 
to  a  considerable  extent.    By  this  arrangement,  the  amount 
of  carbonic  acid  of  the  blood  can  vary  within  wide  limits 
without  the  total  pressure  of  the  gas  being  materially  altered. 
A  change  of  pressure  up  to  2' 6  per  cent,  of  an  atmosphere 
produces  an  alteration  of  8  vols,  per  cent,  in  the  carbonic 
acid  of  the  blood.    This  allows  of  large  quantities  of  CO, 
being  transported  in  a  short  time  from  the  tissues  into  the 
lungs. 

Hoppe-Seyler  and  his  pupil  Sertoli  f  have  shown  that 
proteid  does  indeed  compete  with  the  carbonic  acid  for  the 
possession  of  the  sodium.  Proteid  drives  out  carbonic  acid 
m  a  vacuum  from  a  solution  of  simple  sodium  carbonate;  the 

*  ^;  C<;«''-«^&- /•  d.  med.  Wissensch.,  p.  527:  1867;  F.  C.  Bonders. 

Pfluger'8  Arch.,  vol.  v.  p.  20 :  1872.    Vide  also  J.  Gaule,  Du  Bois'  Arch.,  p.  469 : 

1868.^''*°"'  Hoppe-Seyler,  Heft  HI.  p.  350:  Berlin, 
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amount  driven  out  is,  however,  very  small,  as  might  a  priori 
be  anticipated,  owing  to  the  great  molecular  weight  of  the 
proteid.* 

The  occurrence  of  phosphates  of  the  alkalies  in  the 
plasma  has  frequently  been  doubted,  t  The  phosphoric  acid 
in  the  ash  has  been  ascribed  to  the  lecithin  and  nuclein, 
but  the  amount  is  too  large  for  this  purpose,  at  any  rate  in 
dog's  blood  ;  in  bullock's  and  pig's  blood  it  is  certainly  much 
smaller4  But,  at  any  rate,  it  is  only  a  small  portion  of  the 
alkalies  which  is  combined  with  phosphoric  acid  in  the 
plasma.  In  the  corpuscles,  on  the  contrary,  there  is  no  doubt 
that  phosphates  play  an  important  part  in  fixing  carbonic 
acid. 

The  way  in  which  the  phosphoric  acid  is  driven  from  the 
possession  of  the  sodium  by  the  carbonic  acid,  and  vice  versa, 
may  be  demonstrated  by  a  simple  experiment.    H  to  a 
solution  of  Na2HP04  a  few  drops  of  litmus  solution  be  added, 
the  solution  becomes  blue.    If  CO^  be  now  introduced,  the 
solution  becomes  red;  the  carbonic  acid  is  not  the  cause  of 
this  change  in  colour,  as  a  control  experiment  shows,  but  the 
.formation  of  NaH^PO,.    NaHCOa  is  formed  simultaneously. 
If  the  vessel  be  left  open,  the  carbonic  acid  graduaUy  dis- 
appears, the  mass  influence  of  the  phosphoric  acid  becomes 
relatively  greater,  it  again  takes  possession  of  the  second 
sodium  equivalent,  of  which  it  had  been  robbed  by  the  CO., 
and  the  blue  colour  reappears.   This  process  can  be  hastened 
by  boiling. 

Carbonic  acid  is  found  not  only  in  the  blood-plasma,  but 
also  in  the  corpuscles,  though  not  in  such  large  quantities. 
This  follows  from  the  simple  fact  that  the  total  blood  con- 
tains less  CQ2  than  the  serum.    But  the  difference  is  not 

*  Hoppe-Seyler,  "  Physiologische  Chemie,"  p.  503:  Berlin,  1879. 
I  ^^e'^ZtzeiiseUr.  /.  Biolo,.,  vol.  xii.  pp.        2G7:  ISTG;  and  Sertoli. 
loc.  cit. 
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sufficient  to  enable  us  to  ascribe  all  the  carbonic  acid  to  the 


serum.* 


The  carbonic  acid  cannot  be  completely  removed  from  the 
serum  by  the  air-pump,  a  proof  that  the  amount  of  the  non- 
volatile weak  acids  is  less  than  the  equivalent  of  the  0*9  per 
1000  sodium  just  estimated.  But  more  than  half  can  be 
removed,t  a  proof  that  the  process  is  not  merely  a  transition 
from  sodium  bicarbonate  into  carbonate,  but  also  a  partial 
displacement  of  the  firmly  combined  carbonic  acid  by  the 
other  weak  acids,  proteid,  phosphoric  acid,  etc. 

The  carbonic  acid  may,  on  the  contrary,  be  completely 
pumped  out  of  the  blood.  |  And,  moreover,  Pfliiger  §  has 
shown  that  if  sodium  carbonate  be  added  to  the  blood,  the 
CO2  may  be  driven  out  even  from  this  in  a  vacuum.  In 
order  to  explain  these  facts,  we  must  assume  either  that  acids 
from  the  corpuscles  diffuse  into  the  plasma,  or  that  sodium 
carbonate  diffuses  from  the  plasma  into  the  corpuscles. 

With  regard  to  the  acids  of  the  blood-corpuscles,  the  most 
important  place  is  held  by  the  phosphoric  acid,  in  which  the 
corpuscles  are,  at  any  rate,  far  richer  than  the  plasma  {vide 
supra,  p.  245).  Only  a  very  small  portion  of  this  large  amount 
of  phosphoric  acid  can  be  contained  in  the  corpuscles  as 
an  organic  compound.  In  the  second  place,  probably  the 
oxyhaemoglobin  is  of  influence,  for,  as  Preyer  ||  has  shown,  it 
diuves  out  CO2  from  sodium  carbonate  in  a  vacuum. 

It  has  been  much  disputed  whether  the  giving  off  of 
carbonic  acid  from  the  capillaries  of  the  lungs  into  the  air  of 
the  alveoli  simply  follows  the  laws  of  diffusion,  or  whether 
we  must  assume  that  special  excretory  forces  are  at  work  in 
the  lung-tissue.    The  results  of  the  following  experiment  of 

*  Alexander  Schmidt,  BericUe  iiber  die  Verhandlungen  der  Uniql.  sacks.  Ges 
d.  W^ssenscn.  ..  Leipzig  Math,  phy.s.  Classe,  vol.  xix.  p  30 :  18G7. 
t  Pfluger,    Ueber  die  Kohlensaure  dea  Blutea,"  p.  11 :  Bonn,  1861. 

I  Set!^^^'"^'  SUzungsher.  d.  Wien.  Akad.,  vol.  xLvi.  p.  293  1850. 
§  Pfluger,  loc.  ciL,  pp.  5,  et  seq. 

II  W.  Preyer,  "Die  Blutkryslalle:"  Jena,  1871. 
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Pfliiger  and  his  pupils,  Wolffberg*  and  Nussbaum,!  are  in 
favour  of  the  former  view.  If  the  giving  off  of  carbonic  acid  in 
the  alveoli  of  the  lungs  simply  follows  the  laws  of  the  diffusion 
of  gases,  we  should  expect  a  priori  that,  if  a  lobe  of  the  lung 
were  blocked  by  closing  the  corresponding  bronchus,  the 
carbonic  acid  pressure  would  rise  in  the  air-cavities  of  the 
lung  thus  closed  in,  until  it  balanced  the  carbonic  pressure  in 
the  venous  blood  flowing  in,  and  that  then  the  blood  flowing 
out,  i.e.  the  arterial  blood  of  the  pulmonary  veins  in  this  same 
lobe,  would  also  have  the  same  CO2  tension.  The  experiments 
of  Wolffberg  and  Nussbaum  have  in  fact  shown  that,  under 
these  conditions,  the  pressure  of  CO2  in  the  alveoli  is  the 
same  as  in  the  venous  blood. 

One  pulmonary  lobe  was  successfully  closed  in  the  follow- 
ing manner.    An  elastic  catheter  J  was  introduced  into  a 
branch  of  one  bronchus  of  a  dog  that  had  been  tracheotomized. 
The  catheter  had  a  double  wall ;  the  outer,  which  was  made 
of  indiarubber,  was  thinner  towards  the  end  inserted  in  the 
bronchus,  so  that,  when  inflated,  this  end  expanded,  whilst 
the  thicker  portion  of  the  wall  remained  the  same.  This 
flask-like  expansion  of  the  tube  ensured  a  completely  air- 
tight closure  of  the  bronchus.  Ventilation  went  on  unimpeded 
in  the  other  lobes  of  the  same  lung  and  in  the  other  lung, 
so  that  there  could  be  no  lack  of  CO,,  in  the  blood.  The 
pressure  of  carbonic  acid  was  thus  also  normal  m  the  blood- 
vessels of  the  lobe  that  had  been  stopped  up.    When  the 
closure  had  lasted  long  enough,  a  sample  of  the  gas  could  be 
drawn  out  through  the  inner  tube  of  the  catheter,  and  used 
for  analysis.     The  mean  of  numerous  estimates  of  the 
enclosed  pulmonary  air  gave  an  average  pressure  of  CO.  ot 
3-84  per  cent,  of  an  atmosphere,  and  of  3-81  per  cent,  for  the 

*  Woim,erg,PflagerWrc;..,vol.  iv  M65:  1871;  and  vol.  vi.  p.  23 :  1872. 
ibid.,  vol.  iv.  p.  467,  etc. :  1871. 


GASES  OF  BLOOD  AND  EESPIRATION — CARBONIC  ACID.  291 


blood  from  the  right  heart.  The  fact  that  the  latter  figure  is 
lower  than  in  the  above-mentioned  experiments  of  Strassburg, 
who  found  a  mean  of  5*4  per  cent.,  is  explained  by  the  fact 
that  the  animals  were  not  tracheotomized  in  Strassburg's 
cases,  and  that,  in  consequence  of  tracheotomy,  the  ventilation 
of  the  lung  is  far  more  complete,  and  the  retention  of  carbonic 
acid  in  the  blood  is  much  less. 

Under  normal  conditions,  if  the  interchange  of  gas  simply 
follows  the  laws  of  diffusion,  the  pressure  of  CO2  could  never 
be  higher  in  the  alveoli  of  the  lungs  than  in  the  arterial 
blood,  the  two  being  equally  balanced.  If  the  balance  is 
complete,  the  pressure  must  be  the  same ;  if  incomplete,  the 
pressure  in  the  alveoli  must  be  lower,  but  can  never  be  higher. 
If  it  were,  we  should  have  to  assume  that  forces  were  at  work 
in  the  lung-tissue  to  expel  it.  How  do  the  facts  agree  with 
this  deduction?  Strassburg  found  that  the  pressure  of 
carbonic  acid  in  the  arterial  blood  of  the  dog  was  from  2-2  to 
3-8  per  cent.,  or  on  an  average  2-8  per  cent,  of  an  atmo- 
sphere.* 

The  normal  CO2  pressure  in  the  alveoli  cannot  be  ascer- 
tained, but  we  can  determine  its  minimal  value  by  estimating 
the  CO2  pressure  in  the  total  air  expired,  which  is  a  mixture 
of  alveolar  air  and  atmospheric  air.  If  this  minimal  value 
should  prove  higher  than  the  carbonic  acid  pressure  in  the 
arterial  blood,  the  assumption  that  the  interchange  of  gases 
proceeds  only  by  diffusion  would  be  refuted ;  we  should  be 
forced  to  consider  that  there  were  other  special  expelling 
forces  at  work. 

The  amount  of  carbonic  acid  in  the  expired  air  of  the 
dog  has,  so  far  as  I  am  aware,  only  been  estimated  once. 
Wolffberg  t  found  from  2-4  to  3-4,  a  mean  of  2-8  per  cent. 
Wolffberg's  dog  was  tracheotomized.  The  CO2  tension  in 
the  expired  air  would  be  higher  in  a  dog  breathing  normally, 

*  Strassburg,  loa.  ext.,  p.  77. 

t  Wolffberg,  Pfluger'a  Arch.,  vol.  vi.  p.  478  :  1871. 
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and  still  higher  in  the  alveolar  air  than  in  the  expired  air. 
These  experiments  urgently  require  repetition.  The  facts, 
so  far,  are  only  partially  reconcileable  with  the  theory  that 
the  interchange  of  gases  in  the  lungs  proceeds  merely  accord- 
ing to  the  laws  of  diffusion. 

The  amount  of  CO2  in  the  air  expired  by  buman  beings 
is  much  larger  :  Vierordt  *  found  4-6  per  cent.  CO2  in  the 
air  normally  expired,  and  5-2  per  cent,  in  that  expired  after 
a  very  deep  inhalation.  The  pressure  of  carbonic  acid  in 
the  arterial  blood  of  human  beings  is  not  known. 

In  the  short  time  during  which  the  blood  flows  through 
the  capillaries  of  the  lungs,  the  equalization  of  the  difference 
in  tension  is  accomplished  with  a  completeness  which  is 
surprising.  This  phenomenon  is  explained  if  the  extent  of 
the  surface  be  considered  over  which  the  interchange  takes 
place.  According  to  an  approximate  valuation  of  the  anato- 
mist Huschke,  the  total  inner  surface  of  the  human  lungs 
amounts  to  2000  square  feet,  and  the  whole  of  this  vast 
surface  is  thickly  interwoven  with  a  network  of  capil- 

The  experiments  made  to  estimate  the  pressure  of  carbonic 
acid  in  the  tissues  are  attended  with  great  difBculties. 
i  priori,  it  must  be  assumed  that  the  greatest  pressure  will 
be  where'  the  development  of  carbonic  acid  is  most  consider- 
able;  therefore  probably  in  the  cells,  in  the  muscular  fibres, 
in  all  the  active  elements— in  fact,  wherever  most  kinetic 
energy  is  liberated.    Now,  the  pressure  of  CO^  cannot  be 
directly  estimated  in  the  cells  themselves;  an  endeavour  has 
therefore  been  made  to  estimate  the  partial  pressure  of  this 
■  gas  in  the  fluids  which  come  most  in  contact  with  the  cells, 
i  e  the  lymph.    It  was  imagined  a  pHori  that  the  lymph, 
which  flows  so  slowly  round  the  cells,  would  be  saturated  far 
more  completely  with  carbonic  acid  than  the  blood,  which 
passes  through  the  capillaries  so  rapidly.    But,  as  a  matter 
*  Vierordt,  "  Physiol,  des  Athmens,"  p.  134 :  Heidelberg,  1845. 
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of  fact,  this  is  not  so.  Strassburg*  found  the  tension  of 
carbonic  acid  invariably  less  in  the  lymph  than  in  venous 
blood.  It  thus  appears  that  the  stream  of  CO2  from  the 
cells  into  the  lymph  does  not  simply  follow  the  laws  of 
diffusion.  Why  does  the  bulk  of  it  diffuse  directly  into  the 
blood?  The  purpose  is  evident;  the  carbonic  acid  reaches 
the  lungs  most  rapidly  in  this  manner.  The  cause,  however, 
is  not  yet  known. 

Strassburg  has  also  estimated  the  tension  of  carbonic  acid 
in  dog's  urine,  and  found  it  to  be  about  9  per  cent,  of  an  atmo- 
sphere, and  in  the  bile  7  per  cent.  Finally,  he  endeavoured 
to  estimate  it  in  the  tissues  of  the  intestinal  wall,  by  injecting 
atmospheric  air  into  a  ligatured  coil  of  intestine  of  a  living 
dog,  and  analyzing  a  sample  of  the  air  after  from  half  an  hour 
to  three  hours :  he  found  from  7  to  9^  per  cent.  CO2.  From 
these  facts,  it  follows  that  the  tension  of  carbonic  acid  is 
greater  in  the  tissues  than  in  the  blood,  which  we  should 
expect  to  be  the  case. 

But  what  would  happen  if  an  animal  were  brought  into 
an  atmosphere  where  the  pressure  of  carbonic  acid  was 
already  as  great  as  in  the  venous  blood  ?  The  interchange 
of  gases  in  the  alveoli  would  be  stopped,  but  only  for  an 
instant ;  for  the  development  of  carbonic  acid  proceeds 
unremittingly  in  the  tissues.  The  amount  of  CO2  rises 
above  the  normal  both  in  the  tissues  and  in  the  blood,  and 
then  it  will  again  be  given  off  by  the  walls  of  the  alveoli,  in 
consequence  of  the  difference  in  tension  which  arises. 

But  a  retention  of  carbonic  acid  in  the  blood  and  in  the 
tissues  will  occur  much  sooner,  long  before  the  amount  of 
CO2  in  the  inspired  air  is  the  same  as  that  of  the  normal  ' 
alveolar  air.  The  smaller  the  difference  of  the  tension  of 
carbonic  acid  in  venous  blood  and  in  the  alveolar  air,  the 
more  slowly  will  CO2  be  given  off  from  the  blood  to  the 

*  strassburg,  loc.  cit.,  pp.  85-91.  Vide  also  Gaule,  Du  Bois'  Arch.,  pp.  474- 
47G:  1878. 
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alveolar  air,  and  the  greater  must  be  the  retention  of  carbonic 
acid  in  the  blood  and  in  the  tissues. 

The  abnormally  high  tension  of  this  gas  in  the  tissues 
is  the  cause  of  disturbances,  especially  in  certain  parts  of 
the  central  nervous  system.  The  increasing  partial  pressure 
of  the  carbonic  acid  acts  above  all  on  the  respiratory  centre, 
causing  deeper  respiration.*  If  the  retention  of  carbonic 
acid  be  so  great  that  the  deeper  respiration  cannot  overcome 
it,  it  acts  also  on  other  parts  of  the  central  nervous  system, 
and  the  animals  finally  die  with  symptoms  of  narcosis. 

If  animals  be  placed  in  an  air-tight  compartment,  and 
be  made  to  breathe  an  artificial  mixture  of  air  rich  in  oxygen, 
they  die  of  carbonic  acid  poisoning  long  before  the  partial 
pressure  of  the  oxygen  has  snnk  to  normal.f 

If  the  volumes  of  the  inspired  and  expired  air  in  normal 
respiration  be  compared,  the  latter  is  always  found  to  be 
larger.  The  explanation  is  to  be  sought  in  the  fact  that  the 
air  has  become  warmer  in  the  lung,  and,  owing  to  the  tem- 
perature of  the  body,  has  been  almost  saturated  with  aqueous 
vapour.  The  quantity  of  water  which  leaves  the  body  m 
this  way  during  the  course  of  a  day  amounts  to  from  400  to 
800  grms.    It  varies  with  the  dryness  of  the  inspired  air. 

But  if,  on  the  other  hand,  the  volumes  of  the  inspu-ed  and 
expired  air  be  compared  after  desiccation,  and  reduced  to  the 
same  temperature  and  pressure,  the  volume  of  expired  air  is 
usually  somewhat  smaller.  This  is  readily  explamed  if  we 
consider  that,  in  the  combustion  of  food-stuffs,  it  is  only  the 
carbohydrates  which  produce  a  volume  of  carbonic  acid  equal 

•  An  account  of  the  regulation  of  respiration  by  the  nervous  system,  and  the 
influetroTthe  blood-gas^  in  ^^^^ ^IT^;^ 

SilHSs  r«S-  S^leUs,..  ;  ..,.0.  a...,  vol.  li.  p.  : 
1878. 
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to  that  of  the  oxygen  used  up,  the  proteicls  and  fats  yielding 
a  smaller  one. 

The  carbohj'drates  are  known  to  contain  exactly  so  much 
oxygen  as  is  requisite  for  the  saturation  of  the  hydrogen. 
If,  therefore,  the  entire  molecule  becomes  oxidized  to  car- 
bonic acid  and  water,  exactly  two  oxygen  atoms  must  be 
taken  up  to  every  carbon  atom.  Two  atoms — that  is,  one 
molecule  of  oxygen  with  one  atom  of  carbon — form  one  mole- 
cule of  carbonic  acid.  Now,  it  is  well  known  that  an  equal 
number  of  molecules  occupies  an  equal  volume.  Conse- 
quently, the  volume  of  CO2  formed  during  the  combustion  of 
the  carbohydrates  must  be  equal  to  the  volume  of  oxygen 
used  up. 

The  fats,  on  the  other  hand,  contain  fewer  oxygen  atoms 
than  are  necessary  for  the  saturation  of  the  hydrogen  atoms  : 
in  stearic  acid  (C18H36O2),  only  four  of  the  thirty-six  hydrogen 
atoms  can  be  saturated  by  the  oxygen  present ;  sixteen  more 
atoms  of  the  inspired  oxygen  must  be  used  up  in  order 
to  complete  the  combustion  of  the  hydrogen,  and  these  do 
not  reappear  in  the  expired  air.  Glycerin  (CsHsOa)  also 
contains  two  atoms  more  hydrogen  than  are  saturated  by 
the  oxygen  present.  Thus,  for  the  complete  combustion  of 
the  fats,  far  more  oxygen  must  be  taken  up  than  is  requisite 
for  the  combustion  of  their  carbon  ;  and  for  this  reason  all 
the  inspired  oxygen  does  not  reappear  in  the  expired  car- 
bonic acid. 

This  is  also  the  case  with  the  proteids.  One  hundred 
grms.  of  proteid  contain  7  grms.  of  hydrogen.  In  order  to  re- 
duce these  to  water  by  combustion,  7x8  =  56  grms.  of  oxygen 
are  necessary.  But  100  grms.  of  proteid  matter  contain  at 
most  24  grms.  of  oxygen.  Extra  oxygen  must,  therefore,  be 
inspired  for  the  purpose  of  oxidizing  the  hydrogen,  besides 
the  amount  necessary  for  the  oxidation  of  the  carbon.  Only 
the  estimate  is  rendered  more  complicated  with  proteid, 
because  hydi-ogen  and  oxygen  atoms  are  also  eliminated  in 
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the  nitrogenous  waste  products,  and  because  oxygen  is  also 
used  up  in  oxidizing  the  sulphur. 

The  proportion  of  the  expired  volume  of  carbonic  acid 
to  the  inspired  yolume  of  oxygen  is  termed  the  respiratory 
quotient. 

The  carbohydrates  preponderate  in  the  diet  of  herbivora. 
The  respiratory  quotient  in  these  cases  is  nearly  equal  to  1. 
With  carnivora,  on  the  other  hand,  where  the  food  is  poor 
in  carbohydrates  and  rich  in  proteids  and  fats,  the  respiratory 
quotient  must  be  considerably  less  than  1.  It  is  usually 
found  to  be  about  |. 

The  respiratory  quotient  estimated  from  the  constituents 
of  food  only  agrees  with  that  actually  found  *  if  the  estimation 
of  the  gases  of  respiration  be  carried  out  for  some  time,  if 
possible  for  twenty-four  hours.  In  short  spaces  of  time,  the 
proportion  may  be  very  materially  altered,  because  the  taking 
in  of  oxygen  and  the  giving  out  of  carbonic  acid  do  not  occur 
simultaneously.  A  considerable  part  of  the  carbon  may  be 
split  off  from  the  carbohydrates  as  carbonic  acid  without  any 
oxygen  being  taken  in,  as  we  see  in  alcoholic  and  butyric  acid 
fermentation;  the  by-products  then  formed,  which  are  poor 
in  oxygen,  are  oxydized  later,  after  the  CO2  previously  given 
off  has  been  expired.    In  this  way  it  may  happen  that  the 

*  A  description  and  illustration  of  the  apparatus  used  for  the  quantitative 
estimate  of  the  interchange  of  gases  during  longer  periods,  and  especially  of 
Ee-^nault's,  Eeiset's,  and  Pettenkofer's  respiratory  apparatus,  are  to  be  found  in 
every  text-book  of  physiology.  Any  one  desirous  of  reading  the  original  descrip- 
tion by  the  authors,  is  referred  to  the  celebrated  work  of  Kegnault  and  Keiset  in 
the  Ann.  de  Gldm.  et  de  phtjs.,  t.  xxvi. :  1849;  also  under  the  separate  title, 
"Eecherches  chimiques  sur  la  respiration  des  animaux  des  di verses  classes :  " 
Bachellier,  1849  ;  translated  in  Liobig's  Ann.  d.  Chem.  u.  Pharm.,  vol.  Ixxiii. 
pp  92,  129,  257  :  1850.  The  description  of  Pettenkofer's  respiratory  apparatus 
is  to  be  found  in  Liebig's  Ann.  d.  Chem.  u.  Pharm.,  vol.  ii.  p.  1,  Suppl. :  1S62. 
Tliis  apparatus  was  specially  constructed  for  experiments  on  human  beings. 
Voit  modified  it  somewhat  for  smaller  animals.  The  exact  illustration  and 
description  are  given  in  Zdtschr.  f.  Biolog.,  vol.  xi.  p.  541 :  1875.  A  modifica- 
tion of  Eecnault's  and  Eeiset's  apparatus  for  examining  the  respiration  of 
aquatic  animals  was  described  by  Jolyet  and  Regnard  in  Arch,  de  physiol.  normale 
et  patholog.,  se'r.  ii.  vol.  iv.  p.  44  .-  1877. 
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expired  volume  of  CO2  may  for  a  time  be  larger  than  the 
inspired  oxygen  volume,  and  the  respiratory  quotient  may  be 
greater  than  1. 

In  herbivora,'it  sometimes  happens  that  the  whole  volume 
of  CO2  expired  in  twenty-four  hours  is  larger  than  the  volume 
of  inspired  oxygen.  The  following  statement  will  explain 
this.  Vegetable  food  contains  organic  acids,  which  are 
richer  in  oxygen  than  the  carbohydrates,  and  for  this  reason 
they  use  up,  during  their  conversion  into  carbonic  acid  and 
water,  a  smaller  volume  of  oxygen  than  that  corresponding 
to  the  volume  of  carbonic  acid  formed.  Tartaric  acid  with 
2^  vols,  of  oxygen  gives  4  vols,  of  CO2  :  C4H5O6  +  50  = 
4CO2  +  3H2O.  But  carbonic  acid  may  be  developed  from 
another  source  without  oxygen  being  taken  up.  The  carbo- 
hydrates may  undergo  marsh-gas  fermentation  in  the  in- 
testine :  CBHiaOg  =  3CO2  -f-  3CH4.  The  carbonic  acid  is 
absorbed  from  the  intestine  and  breathed  out  from  the 
lungs,  but  the  marsh-gas  remains  unoxidized  {vide  below, 
pp.  305,  308). 

It  is  important  to  know  all  thdse  conditions  upon  which 
the  respiratory  quotient  depends.  In  the  experiments  on 
metabolism,  the  size  of  this  quotient  affords  many  indications 
from  which  the  chemical  processes  in  the  tissues  may  be 
judged. 

In  speaking  of  respiration,  we  have  hitherto  meant  only 
the  respiration  through  the  lungs.  The  question  now  remains 
for  us  to  consider  whether  there  is,  in  human  beings,  such  a 
thing  as  cutaneous  eespiration.  It  undoubtedly  exists  among 
the  lower  animals,  as  well  as  among  certain  of  the  lower 
vertebrata.  Among  the  amphibia,  the  interchange  of  gases 
goes  on  more  extensively  by  means  of  the  skin  than  by  the 
lungs.  This  was  known  even  to  Spallanzani.*  He  proved 
that  many  kinds  of  amphibia  lived  longer  after  extirpation 

*  Spallanzani,  "Memoires  sur  la  respiration,  traduits  par  Seuebier,"  p.  73  • 
Geneve,  1803.  ^  .  . 
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of  the  lungs  than  after  their  skins  were  varnished  over. 
There  is,  however,  this  objection  to  the  above  experiment,  i.e. 
that  the  varnishing  of  the  skin  would  be  prejudicial  in  another 
way.   Spallanzani's  experiments  have  therefore  been  repeated 
with  many  alterations.*    Fubini  estimated  the  whole  of  the 
CO2  given  out  by  normal  frogs,  and,  on  comparing  it  with 
that  given  out  by  frogs  with  their  lungs  extirpated,  found  that 
the  latter  was  only  a  little  less.    To  this  experiment  the 
objection  may  also  be  raised,  that  after  extirpation  of  the 
lungs  the  output  of  CO2  by  the  skin  was  no  longer  normal, 
but  increased  by  vicarious  activity.    Ferd.  Klug,  therefore, 
constructed  a  special  apparatus,  in  which  the  head  and  the 
body  were  each  in  separate  compartments.    The  separation 
was  effected  by  means  of  a  lamina  of  indiarubber,  through 
which  the  head  was  passed.    The  result  of  this  experiment 
was  found  to  be  that  only  a  very  small  part  of  the  CO2  was 
given  out  through  the  lungs. 

The  most  exact  estimates  on  the  output  of  CO2  through 
the  skin  of  human  beings  were  made  by  H.  Aubert.f  The 
person  experimented  on  sat  naked  in  an  air-tight  box,  the 
top  of  which  was  made  of  indiarubber.    The  head  came  out 
of  a  round  hole  in  this  covering,  which  fitted  tightly  round 
the  neck,  so  that  no  air  could  get  in.    A  stream  of  air  was 
now  admitted  into  the  enclosed  space.    The  air  had  been 
previously  freed  from  all  carbonic  acid,  and  on  coming  out 
was  passed  through  flasks  containing  baryta  water.  The 
experiment  lasted  for  two  hours.    From  the  carbonic  acid 
absorbed  during  this  time  by  the  solution  of  baryta,  the 
quantity  eliminated  in  twenty-four  hours  was  estimated. 
Seven  experiments  showed  that  in  twenty-four  hours  a  man 
gives  out  by  the  skin  a  maximum  of  6-3  grms.,  a  minimum 
of  2-3,  or  an  average  of  3-9  grms.  of  carbonic  acid. 

*  Vide  Fubini,  Moleschott'a  Unt.  z.  Naturlehre,  vol.  xii.  p.  100 :  1S78 ;  and 
Ferd.  Klug,  Du  Bois'  Arch.,  p.  183  :  1884,  containing  also  a  critical  notice  of 
the  earlier  literature. 

t  H.  Aubert,  Pfluger's  Arch.,  vol.  vi.  p.  539  :  1872. 
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This  amount  of  CO2  is  exceedingly  small  in  comparison 
with  that  proceeding  from  the  lungs,  which  in  human  beings 
amounts  to  from  800  to  1200  grms.  in  twenty -four  hours. 
It  is  even  doubtful  whether  the  small  quantity  of  CO2  found 
was  really  given  off  by  the  skin  in  the  form  of  gas.  It  is 
possible  that  it  arose  from  the  decomposition  of  the  secretions 
of  the  skin  and  of  the  cast-off  epidermis.  Still  more  dubious 
are  the  statements  that  small  quantities  of  oxygen  are  taken 
up  through  the  human  skin. 

Until  quite  recently,  it  was  believed  that  not  only  is 
carbonic  acid  given  out  through  the  skin,  but  also  certain 
gaseous  organic  compounds  of  a  more  complex  nature.  This 
has  been  the  explanation  offered  for  the  injurious  effects  of  a 
great  many  people  being  shut  up  together  in  a  small  room. 
It  was  thought  that  these  organic  vapours  have  a  very  low 
tension ;  that  the  air  soon  reaches  saturation  as  far  as  they 
are  concerned,  and  cannot  receive  any  more  of  them  from 
the  organism,  unless  it  be  rapidly  changed  and  renewed.  If 
these  vapours,  in  however  small  a  quantity,  remain  behind 
and  collect  in  the  body,  they  act  on  certain  parts  of  the 
nervous  system,  and  through  these  on  the  whole  body,  as 
easily  as  they  do  on  our  olfactory  nerves  when  they  have 
passed  into  the  air,  when  they  may  even  cause  vomiting.* 

This  idea  of  the  injurious  effects  arising  from  the  sup- 
pressed action  of  the  skin  is  as  old  as  the  history  of  medicine, 
and  even  up  to  the  present  time  the  perspirabile  retentim 
plays^  an  important  part  in  the  etiology  of  certain  diseases. 
This  idea  induced  Pettenkofer,  in  his  researches  on  respira- 
tion, to  abandon  the  method  of  Eegnault  and  Eeiset,  and  to 
construct  a  new  respiratory  apparatus,  in  which  a  constant 
current  of  fresh  air  passed  through  the  compartment  that 
held  the  person  or  animal.  Pettenkofer  had  found  that  when 
the  proportion  of  CO^  had  risen  to  O'l  per  cent,  in  a  room 
filled  with  people,  the  air  began  to  smell,  and  that  when  it 
*  Pettenkofer,  Liebig's  Ann.  d.  Chem.  u.  Pharm.,  vol.  ii.  Suppl.  p.  5  :  1862. 
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rose  to  1  per  cent.,  the  air  became  almost  unendurable.  But 
if  he  developed  carbonic  acid  in  a  room,  by  acting  on  bicarbo- 
nate of  sodium  with  sulphuric  acid,  until  the  CO2  in  the  air 
amounted  to  1  per  cent.j  he  found  that  he  could  remain  in 
this  room  quite  comfortably  for  a  considerable  time*  It  is, 
therefore,  not  the  carbonic  acid  itself  that  is  the  harmful 
product  in  so-called  bad  air ;  but,  according  to  Pettenkofer,  the 
CO2  is  a  measure  of  the  injurious  products  of  perspiration 
which  are  as  yet  unknown  to  us. 

All  endeavours  to  discover  what  these  harmful  products 
of  perspiration  are  have  hitherto  failed.    The  latest  experi- 
ments were  made  by  Hermans  *  in  the  Institute  of  Hygiene 
in  Amsterdam.    A  man  was  shut  in  an  air-tight  tin  case. 
A  feeling  of  discomfort  began  when  the  CO2  in  the  air  rose 
above  3  per  cent;,  but  dyspnoea  did  not  set  in  till  it  had 
reached  5-3  per  cent.    If  the  carbonic  acid  was  dispersed 
by  absorption,  no  inconvenience  was  experienced,  even  when 
the  amount  of  oxygen  in  the  box  sank  to  10  per  cent.  In 
order  to  discover  the  supposed  organic  products  of  perspiration, 
air  was  first  passed  through  the  ease,  and  then  through  an 
absorption  apparatus.    When  passed  through  titrated  sul- 
phuric acidj  the  titre  was  always  found  to  be  unaltered.  If 
the  air  was  passed  over  red-hot  oxide  of  copper,  the  amount 
of  CO2  and  of  water  did  not  increase.    In  the  same  way,  the 
titre  of  a  boiling  acid  or  alkaline  permanganate  solution  was 
found  to  be  unchanged,  even  after  many  litres  of  the  air  taken 
from  the  case  towards  the  end  of  the  experiment,  had  been 
slowly  passed  through  it.    Neither  did  the  condensed  water, 
obtained  from  the  issuing  air  after  being  cooled  by  ice,  nor 
the  condensed  water  from  the  sides  of  the  case,  alter  the 
titre  of  the  boiling  permanganate  soMion.   There  was  likewise 
no  disagreeable  smell.    The  greatest  care  had  been  taken  to 
see  that  the  clothing  and  person  of  the  man  experimented 
upon  were  perfectly  clean.    Hermans,  therefore,  comes  to  the 
*  Hermans,  Arch.f.  Hygiene,  vol.  i.  p.  1 :  1883. 
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conclusion  that  when  healthy  people  give  out  malodorous 
substances  in  the  atmosphere,  these  come,  not  from  normal 
perspiration,  but  from  the  processes  of  decomposition  caused 
by  the  dirty  state  of  the  body  or  clothes. 

The  medical  men  who  believe  in  the  harmfulness  of  the 
perspirabile  retentum,  ground  their  belief  on  the  following 
facts:  (1)  The  injurious  effect  on  animals  whose  skin  has 
been  rendered  impervious  to  perspiration  by  varnishing ;  and 
(2)  the  fatal  effect  of  extensive  burns  of  the  skin.  But  these 
facts  must  be  differently  interpreted. 

The  death  of  varnished  animals  may  be  explained  by 
an  increased  loss  of  heat.*  The  varnishing  appears  to 
damage  the  vasomotor  nerves :  the  cutaneous  vessels  be- 
come dilated,  the  surface  of  the  body  becomes  warmer  than 
it  normally  is,  and  the  loss  of  heat  is  greater.  In  conse- 
quence of  this,  the  temperature  of  the  body  sinks,  and  the 
animals  die  of  cold.  If  an  animal  be  only  partially  var- 
nished, it  is  found  that  the  varnished  parts  are  warmer  than 
the  rest  of  the  skin.  A  varnished  animal  gives  out  more  heat 
in  the  calorimeter  than  a  normal  one  does.  If  the  cooling 
be  prevented  by  wrapping  the  varnished  animal  in  wool,  or 
by  placing  it  in  a  warm  place,  it  remains  alive  and  does 
not  become  ill.  Besides,  only  those  animals  fall  ill,  on 
being  varnished,  that  have  a  delicate  skin,  and  a  surface 
that  is  large  in  proportion  to  their  small  weight,  as,  for 
instance,  rabbits.  Larger  animals  with  a  tough  skin,  such 
as  dogs,  remain  perfectly  well  with  their  whole  body  varnished 
over. 

Senator,!  in  Berlin,  even  ventured  to  varnish  human 
beings.  He  had  two  patients  suffering  from  rheumatism, 
which  is  often  thought  to  be  caused  by  the  arrest  of  the 
action  of  the  skin.  Any  interference  with  this  action 
should  therefore  be  attended  with  dire  consequences.  The 

*  Laschkewitscli,  Arch.  f.  Anat.  u.  Physiol,  p.  61  :  1868. 
t  Senator,  VircLow's  Arch.,  vol.  Ixx.  p.  182  :  1877. 
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extremities  of  these  patients  were  encased  in  sticking-plaster, 
and  almost  the  whole  trunk  was  thickly  painted  with  collo- 
dion, mixed  with  a  little  castor  oil,  to  take  off  the  harshness. 
Only  the  skin  of  the  head,  neck,  buttock,  and  genitals  re- 
mained free.  One  patient  twice  remained  in  this  condition 
for  twenty-four  hours,  the  other  for  fully  eight  days !  The 
third  experiment  was  made  on  a  female  patient  with 
chronic  pemphigus.  The  whole  body,  and  even  the  face, 
was  thickly  covered  with  common  tar,  and  the  head,  which 
had  been  shaven,  with  oleum  rusci.  *  This  air-tight  covering 
was  not  removed  for  ten  days,  but  no  injurious  consequences 
occurred  in  any  of  the  three  cases. 

Finally,  as  regards  the  fatal  effect  of  extensive  burns  on 
the  skin,  there  may  be  other  explanations  than  that  of  the 
pers2nrahile  retentum ;  in  fact,  in  recent  times  many  others 
have  been  attempted.    We  know  that  even  a  moderate  rise 
of  temperature  will  alter  and  destroy  the  blood-corpuscles.f 
This  led  to  the  supposition  that  the  blood-cells  which  pass 
through  the  capillaries  of  the  skin  during  a  burn  become 
destroyed  by  the  higher  temperature,  and  that  their  de- 
composition-products indirectly  cause  the  symptoms  which 
ensue.     And,  in  fact,  a  constituent  of  the  corpuscles,  the 
hemoglobin,  was  found  in  the  plasma  of  the  blood  after  a 
burn,  and  the  hgemoglobin,  or  a  derivative,  was  found  in  the 
urine.t    According  to  Hoppe-Seyler's  §  and  Tappeiner's  1|  in- 

*  Oleum  rusoi  sive  pix  betulimnm  sive  oleum  betulse  empyreumaticum,  is  a 
tarry  product  obtained  from  all  parts  of  the  birch  tree,  and  in  great  favour  as  a 
popular  remedy  for  all  kinds  of  diseases  in  Poland  and  Russia  It  is  also  em- 
lyed  in  the  fabrication  of  certain  liqueurs,  and  especially  in  the  P-parat.on  o 
RuSan  leather,  to  which  it  imparts  its  characteristic  odour  (see  Dr.  Eager  s 
?HTndbuch  de;  phara,aceutischen  Praxis:"  Berlin,  1880;  and  the  Umted 
States  Dispensary :  lS83).—'Eii.  -lanK 

+  Max  Schultze,  Arch.  f.  mik.  Anal.,  vol.  i.  p.  26 :  1865.         „  ,  , 
Wertheim,  Wiener  raed.  Presse  ^o.  13 :  1868 ;  Ponfick,  ^rl^.  W. 
chenschr  No.  46:  1877;  Centralb.  f.  d.  med.  IFtssenscfe.,  Nos.  11,  16  .  18b0  .  Von 
Lessor,  Virchow's  Areh.,  vol.  Ixxix.  p.  248  :  1880. 

§  Hoppe-Seylcr,  Zeitschr.f.  physiol  Ghem  vol  v.  pp.  1,  344  1881. 

\\  Tappeiuei'  Centralb.  f.  d.  med.  Wissensch.,  vol.  xix.  pp.  38o,  401 .  1881. 
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vestigations,  however,  the  amount  of  haemoglobin  in  the 
blood-plasma  after  burns  is  very  slight,  and  was  even  en- 
tirely absent  in  one  case  which  ended  fatally.  Neither 
it  nor  its  derivatives  invariably  occur  in  the  urine.  On 
the  other  hand,  the  following  fact  observed  by  Tappeiner 
is  very  interesting :  he  found  the  blood  of  patients  with  ex- 
tensive skin-burns  to  be  much  richer  in  corpuscles  and 
poorer  in  plasma  than  normal  blood.  This  thickening  of 
the  blood  is  accounted  for  by  the  transudation  of  lymph  at 
the  burnt  places,  and  is,  perhaps,  the  primary  cause  of  all  the 
symptoms  and  of  death. 

We  thus  see  that  there  is  no  real  ground  for  assuming 
that  any  gaseous  products  are  excreted  by  the  human  skin. 
Our  knowledge  of  the  chemistry  of  cutaneous  action  is  alto- 
gether very  limited.  Nothing  certain  is  known  concerning 
the  chemical  composition  of  perspiration,*  and  there  is  at 
present  no  reason  for  considering  this  secretion  to  have  any 
other  use  than  that  of  the  pm-ely  physical  action  in  regulating 
the  temperature  of  the  body.  The  evaporation  of  water  on 
the  surface  of  the  body  is  the  most  effectual  means  of  cooling 
it.  It  must  not  be  forgotten  what  an  enormous  amount 
of  heat  becomes  latent  when  water  passes  from  the  liquid 
to  the  gaseous  state.  The  secretion  of  perspiration  is 
entirely  absent  in  many  animals,  as  in  the  dog,  and  is 
replaced  by  a  more  copious  evaporation  from  the  surface  of 
the  lungs. 

Before  concluding  the  chapter  on  respiration  and  the 
behaviour  of  gases  in  the  body,  we  must  consider  the  gases 
which  occur  in  the  alimentary  canal,  their  origin,  and  their 
behaviour  under  physiological  and  pathological  conditions. 

The  GASES  in  the  alimentary  canal  arise  from  four  sources : 

1  *•  r^''"'^  ^-Naturlehre  d.  Menschen  u.  dcr  Thiere. 

vol  IV.  p.  36  :  1858 ;  and  W.  Lcube,  -  Ueber  den  Antagonismus  zwischen  Har- 
nnd  Schweissecre tion  und  dessen  therapeutische  Bedeutung,"  Dcutsch.  Arch  f 
Mm  Med.,  vol.  vn.  p.  1:  1870.  An  account  of  the  previous  literature  is  also 
given. 
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(1)  Atmospheric  air  is  continually  being  swallowed  with  the 
saliva,  with  food  and  drink;  part  of  it  escapes  again  by 
the  oesophagus,  but  the  rest  passes  into  the  intestine;  (2) 
gases  arise  by  fermentative  processes  in  the  contents  of  the 
stomach  and  intestine;  (3)  gases  diffuse  from  the  tissues 
of  the  intestinal  wall  into  the  intestine;  and  (4)  CO2  is 
liberated  when  the  sodium  carbonate  of  the  intestinal  juice 
is  neutralized. 

The  following  gases  have,  up  to  the  present,  been  detected 
in  the  alimentary  canal  of  human  beings  and  of  mammals :  * 
0,  N,  CO2,  H,  CH4,  and  H2S. 

Oxygen  reaches  the  ahmentary  canal  only  by  the  air  that 
is  swallowed,  and  disappears  almost  entirely  in  the  stomach, 
partly  by  uniting  with  the  reducing  substances  which  proceed 
from  the  fermentative  processes   already  set  up  in  the 
stomach,  and  especially  with  the  nascent  hydrogen  arising 
from  butyric  acid  fermentation,  and  partly  by  diffusion  mto 
the  tissues  of  the  gastric  wall.    Traces  of  oxygen  could  still 
be  found  in  the  gases  obtained  from  the  upper  portion  of  the 
intestine,  but  none  in  that  from  the  lower  parts.    Planer  in- 
jected atmospheric  air  into  a  ligatured  small  intestine  of  a 
living  dog,  and  even  after  one  and  a  half  hours,  half  of  the 
oxygen  had  disappeared  from  the  air,  and  had  been  replaced 
by  carbonic  acid.    In  the  case  of  a  few  fish,  the  diffusion  ot 
the  atmospheric  oxygen  swallowed  by  them,  through  the  waUs 
of  the  alimentary  canal,  plays  an  important  part  in  the  process 

of  respiration.! 

Nitrogen  also  reaches,  the  alimentary  canal  with  the  air 
swallowed,  but  does  not  diffuse  into  the  tissues  of  the  intestinal 

^^i^^S^J^  Tl^ysioC  Cn.n.,  vol.  vi.  p.  ^32:  1882;  Z^^./- 
I  L  vof  xix  p  228:  1883;  and  vol.  xx.  p.  52:  1884;  F.  Euke,  ArbeU.  a.  d. 

des  Schlammpeitzgers : "  Bieslau,  1855. 
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wall,  because  the  partial  pressure  of  the  nitrogen  is  very 
nearly  the  same  in  this  latter  as  in  atmospheric  air.  It 
must,  on  the  contrary,  be  assumed  that  nitrogen  diffuses  out 
of  the  tissues  of  the  intestinal  wall  into  the  intestine.  This 
occurs  in  the  lower  portion  of  the  intestine,  in  proportion  as 
other  gases  are  developed  by  fermentation  and  the  partial 
pressure  of  the  nitrogen  sinks.  The  intestinal  gases,  as  a 
matter  of  fact,  always  contain  an  abundance  of  nitrogen. 

Hydrogen  is  formed  in  large  quantities  by  fermentative 
processes,   and  especially,  together  with  CO2,  in  butyric 
acid  fermentation.    This  latter  form  of  fermentation  can 
always  be  detected  in  the  contents  of  the  large  and  small 
intestine.*   As  already  mentioned  (p.  192),  marsh-gas  arises, 
with  carbonic  acid,  by  the  decomposition  of  cellulose.  But 
these  are  not  the  only  two  processes  .  of  fermentation  by 
Avhich  OO2,  H,  and  CH4  are  formed  in  the  intestine.  Euge 
found  marsh-gas  in  the  gases  of  the  colon  of  living  people, 
even  after  a  diet  exclusively  composed  of  meat;  and  Tap- 
peiner  found  abundance  of  marsh-gas  and  hydrogen  in  the 
gases  of  pigs'  colons,  which  had  been  fed  for  three  weeks 
entirely  on  meat.    These  gases  proceed  not  only  from  the 
decomposition  of  carbohydrates,  but  also  of  proteids.   Kunkel  f 
found  that  the  gases  produced   by  artificial  pancreatic 
digestion,  without  excluding  the  fermentative  organisms,  con- 
tained as  much  as  60  per  cent.  H,  and  1-6  per  cent,  marsh-gas; 
and  Tappeiner  t  showed  that  sterilized  solutions  of  common 
salt  with  peptone  and  fibrin,  when  mixed  with  a  little  of 
the  mtestinal  contents,  developed  a  mixture  of  gases  which 
contained  as  much  as  40  per  cent.  H,  and  as  much  as  19 
per  cent.  CH4.    It  is  noteworthy  that  in  one  of  these  experi- 
ments, Tappeiner  produced  from  a  solution  of  peptone  a 
mixture  of  gases  which  contained  99-65  per  cent.  CO2,  as 

*  Compare  Rubner,  Zeitschr.  f.  Biolog.,  vol.  xix.  p.  84,  et  snq. :  1883. 
p.  ill    1874  P''^"'''-"""^-  <^'^^ll^<=h.  in  Wur^burg.  N.  F.,  vol.  viii. 

:  Tappeiner,  «  Arb.  a.  d.  patholog.  lust,  in  Miiucben,"  vol  i.  p.  218:  1886. 
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well  as  0-14  H  and  0-21  CH4.  In  the  intestine,  fermentations 
appear  to  go  on  in  which  carbonic  acid  alone,  without  any 
other  gas,  is  developed  from  proteid. 

Besides  this,  carbonic  acid  is  developed  in  large  quantity 
through  the  neutralization  of  the  acid  chyme  by  the  sodium 
carbonate  of  the  intestinal  juice.    If  we  may  assume  for 
human  beings  the  same  proportion  of  hydrochloric  acid  in  the 
gastric  juice  which  was  found  by  Carl  Schmidt  in  the  dog, 
it  would  appear  that  6  litres  of  CO2  are  daily  liberated  in 
our  intestine,  by  neutralization  of  the  hydrochloric  acid.  We 
have  to  add  the  still  larger  quantity  which  is  set  free  by  the 
neutralization  of  lactic  and  butyric  acids,  which  are  constantly 
formed  in  the  intestine  from  the  carbohydrates  of  food.  Still, 
we  are  not  inconvenienced  by  these  large  volumes  of  CO2,  for 
the  co-efficient  of  absorption  of  carbonic  acid  is  very  high, 
and  the  partial  pressure  of  CO2  in  the  intestinal  walls  is 
scarcely  ever  higher  than  10  per  cent,  of  an  atmosphere. 
Therefore,  as  soon  as  the  bowel  contains  more  than  10  per 
cent,  of  CO2,  diffusion  into  the  blood  must  commence.  The 
proportion  of  carbonic  acid  in  intestinal  gases  is  commonly 
from  20  to  50  per  cent.,  and  more.    It  follows  that  there  is 
constantly  an  active  current  of  carbonic  acid  from  the 
intestine  into  the  blood.    The  CO2  developed  in  the  bowel  is 

exhaled  by  the  lung. 

On  the  other  hand,  hydrogen  may  give  rise  to  much  dis- 
comfort, owing  to  its  very  low  co-efficient  of  absorption.  It 
follows  that  patients  suffering  from  chronic  dyspepsia,  and 
disposed  to  flatulence,  must  be  extremely  careful  to  avoid  such 
articles  of  diet  as  tend  to  a  butyric  fermentation.  According 
to  the  observations  of  Euge  and  Tappeiner,  milk  appeai-s 
to  be  especially  injurious  in  this  respect.  The  experience  of 
many  patients  coincides  with  this  view.  In  the  same  way, 
starchy  foods,  which  are  hard  to  digest,  are  to  be  avoided, 
because  they  convey  large  quantities  of  carbohydrates  into 
the  lower  portion  of  the  small  intestine,  the  alkalmity  of 
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which  encourages  butyric  fermentation.  It  would  be  wise  to 
administer  carbohydrates  in  the  form  of  boiled  fruits,  because 
we  thus  convey  with  them  acids  into  the  bowels,  and  because 
the  acids  thus  prevent  butyric  fermentation.  There  are 
many  patients  with  whom  cereals,  the  leguminoss,  and 
potatoes  disagree,  but  who  are  still  able  to  take  stewed  fruits 
with  rice,  which  is  easily  digested,  and  which  is  manifestly 
almost  entirely  absorbed  in  the  upper  part  of  the  bowel. 

The  following  table  gives  the  co-efficients  of  absorption  of 
the  intestinal  gases.  They  have  been  determined  by  Bunsen 
at  a  temperature  of  15°  C.  It  is  to  be  regretted  that  they 
have  not  also  been  determined  for  the  body-temperature. 


Nitrogen   0-01478 

Hydrogen  0-01930 

Oxygen    0-02989 


CH4   003909 

CO,   1-0020 

H^S   3-2326 


The  quantity  of  sulphuretted  hydrogen  contained  in  the 
intestinal  gases  is  very  small,  and  cannot  be  quantitatively 
determined.    It  is,  however,  conceivable  that  the  quantity 
developed  in  the  bowel  is  sometimes  larger  than  might  be 
supposed  from  the  small  amount  contained  in  the  intestinal 
gases.    We  must  not  forget  how  high  the  co-efficient  of 
absorption  of  sulphuretted  hydi-ogen  is,  being  one  hundred 
times  higher  than  that   of  oxygen,  which   is   so  easily 
diffusible.    Sulphuretted  hydrogen,  in  proportion  as  it  is  set 
free,  must  at  once  diffuse  into  the  blood.    Planer  injected 
into  the  rectum  of  dogs,  sulphuretted  hydi'ogen  diluted  with 
hydrogen,  and  observed  toxic  symptoms  within  one  or  two 
minutes.    When,  in  certain  processes  of  disease,  abnormal 
decomposition  takes  place  in  the  contents  of  the  bowel,  it  is 
possible  that  a  large  quantity  of  sulphuretted  hydrogen 
may  be  developed.    In  the  artificial  digestion  of  fibrin  by 
pancreatic  juice,  without  excluding  bacteria,  Kunkel  found  that 
tlie  gases  contained  as  much  as  1-9  per  cent,  of  H.S.    It  is 
possible  that  in  the  headache,  vertigo,  and  nausea  frequently 
accompanying  gastric  and  intestinal  catarrh  and  persistent 
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constipation,  poisoning  by  sulphuretted  hydrogen  plays  a 
part.    Senator  *  communicates  the  following  case,  which  he 
regards  as  undoubtedly  one  of  poisoning  by  sulphuretted 
hydrogen.    He  succeeded  in  finding  sulphuretted  hydrogen 
in  the  urine  of  a  patient  suffering  from  acute  intestinal 
catarrh,  as  it  distinctly  gave  a  brown  colour  to  a  visiting- 
card,  which  contained  lead.    The  eructations  of  the  patient 
caused  a  distinct  odour  of  sulphuretted  hydrogen.    He  also 
had  repeated  attacks  of  vertigo,  accompanied  by  epigastric 
oppression  and  a  dark  complexion.    It  is  stated  that  persons 
engaged  in  the  emptying  of  cesspools,  and  exposed  to  sul- 
phuretted hydrogen  gas,  have  experienced  simUar  symptoms. 

We  have  little  certain  knowledge  as  yet  as  to  what 
becomes  of  the  absorbed  hydrogen  and  marsh-gas.  They 
either  become  oxidized,  or  reappear  in  the  exhaled  air.^  An 
experiment  made  in  Zuntz's  t  laboratory  in  Berlin,  with  a 
tracheotomized  rabbit,  showed  that  the  air  exhaled  by  these 
animals  invariably  contains  hydrogen,  and  generally  marsh- 
gas  as  well— to  a  greater  extent  even  than  the  gases  voided 
during  the  same  period  per  anum.     It  has  not  yet  been 
determined  whether  all  hydrogen  and  all  marsh-gas  which 
are  absorbed  from  the  intestine  reappear  in  the  expired  an-, 
or  whether  a  part  is  oxidized  in  the  body.    The  decision  of 
this  question  would  be  of  great  interest  for  the  theory  of 
internal  respiration  (compare  pp.  271-277). 

The  quantitative  composition  of  intestinal  gases  necessarily 
varies  greatly  according  to  the  diet  and  the  condition  of  the 
entire  digestive  apparatus,  and  especially  according  to  the  ex- 
tent to  which  fermentation  can  be  resisted.  Thus,  for  instance, 
Euge  found  in  the  intestinal  gases  of  the  same  person  :— 

*  Senator,  Berlin.  Uin.  Wochemch,  Jahrg.  v.  p.  254:  1868.  „  .   .  , 

+  K  Tacke  "Ueber  die  Bedeutung  der  brennbaren  Case  im  th.erischen 

Organtnus,"  inaug.  Dissert.:  Berlin,  1884.     Also   Ber.  d.  deutscU.  el.er,.. 

Get.,  vol.  xvii.  p.  1827:  1884. 
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Oxygen  . . 

Nitrogen. . 

Hydrogen 

CHj 

CO.. 

H.,S 


After  milk  diet. 


36-71 
54-23 

9-06 


After  four  days' 
diet  of  leguminosic 
only. 


18-96 
4-03 
55-94 
21-05 
Trace 


After  tliree  days' 
diet  of  meat  oulj'. 


64-41 
0-69 

26-45 
8-45 


Tappeiner  *  found  that  the  gases  removed  half  an  hour  after 
death  from  the  corpse  of  a  man  who  had  been  executed, 
exhibited  the  following  composition  : — 


Stomach. 

Ileum. 

Colon. 

Eectum. 

Oxygen 

9  19\ 

67-71 

Nitrogen 

74-26/ 

7-46 

62-76 

Hydrogen 

008 

3-89 

0-46 

CH,  

0-16 

0-06 

0-9 

CO,   

16-31 

28-4 

91-92 

36'4 

*  Tappeiuer,  "  Arb.  a.  d.  patliolog.  Inst,  in  Miinchen,"  vol.  i.  p.  226 :  1886, 
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LECTURE  XVI. 

THE  NITROGENOUS  PRODUCTS  OF  METABOLISM. 

The  examination  of  the  processes  of  respiration  has  shown 
us  that  the  bulk  of  carbon  is  eliminated  from  our  body  by 
the  lungs  as  carbonic  acid.  The  remainder  of  the  carbon 
takes  a  different  course.  It  quits  our  body  in  combination 
with  the  bulk  of  the  nitrogen,  in  the  form  of  a  series  of 
combinations  very  rich  in  nitrogen,  through  the  kidneys. 
Among  these  nitrogenous  products,  the  chief  in  man  are  urea, 
uric  acid,  hippuric  acid,  creatin,  and  creatinin.  A  con- 
siderable portion  of  nitrogen  appears  in  urine  in  the  form  of 
an  inorganic  combination  as  a  salt  of  ammonia. 

We  will  now  pursue  the  origin  of  these  products  in  the 
animal  body  as  far  as  the  present  state  of  om-  knowledge 
permits.  We  will  begin  with  hippuric  acid,  because  the 
origin  of  this  combination  has  been  more  carefully  studied 
and  is  better  known  than  that  of  any  of  the  other  nitrogenous 
products.  The  constitution  of  hippuric  acid  is  accurately 
known.  The  following  mode  of  preparation  makes  it  very 
clear : — 

C,H5  -  CO  -  +CH2CI  -  COOH  = 

Benzamide.       Monochloracetic  acid. 

CeH5  -  CO  -  N<^H^  _  coOH  +^^^- 
Hippuric  acid. 

If  we  boil  hippuric  acid  with  strong  mineral  acids,  or  with 
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alkalies,  or  subject  it  to  the  action  of  ferments,  it  splits  up 
with  hydration  into  benzoic  acid  and  glycocoU. 

CeH,  -  CO  -  N<gj^  _  coOH  +  ^^^1  = 
Hippuric  acid. 

CeH^  -  COOH  +  H  -  N<ga-^  _  CQOH 
Benzoic  acid.  Glycocoll. 
Hippuric  acid  is  again  formed,  with  dehydration,  from  these 
two  products  of  decomposition,  if  they  are  allowed  to  act 
upon  one  another  at  a  high  temperature  and  under  increased 
pressure.  To  effect  this,  they  are  inserted  dry  into  a  glass 
tube,  the  ends  of  which  are  fused,  and  the  tube  is  kept  at  a 
temperature  of  160°  C.  for  twelve  hours.* 

Hippuric  acid  is  also  formed  in  the  animal  body  by  the 
combination  of  benzoic  acid  and  glycocoll.  If  benzoic  acid  is 
introduced  into  the  stomach  of  an  animal  or  a  human  being, 
it  reappears  as  hippuric  acid  in  the  urine.  Doubtless  the 
glycocoll  used  in  its  formation  arises  from  the  decomposition 
of  the  albuminous  tissues.  Free  glycocoll  has  certainly  not 
as  yet  been  proved  to  exist  in  animals.  As  little  are  we  able 
to  obtain  it  by  the  artificial  decomposition  of  albumen,  but  we 
know  that  the  immediate  derivatives  of  albumen,  the  col- 
lagenous substances,  when  decomposed  either  by  ferments,  by 
acids,  or  by  alkalies,  readily  yield  glycocoll.  In  combination 
with  an  acid,  glycocoll  also  appears,  as  we  have  seen,  in  bile, 
as  glycocholic  acid. 

Hippuric  acid  is  also  constantly  found  in  the  urine  of  the 
herbivora,  without  the  artificial  administration  of  benzoic 
acid.  -  The  numerous  aromatic  combinations  which  are  con- 
tained in  the  tissues  of  plants,  and  which  in  the  animal  body 
are  converted  by  oxidation  into  benzoic  acid  (comp.  p.  280), 
evidently  yield  the  material  for  its  formation.  However,  small 
quantities  of  hippuric  acid  may  be  found  in  the  urine  of  dogs 

*  Dessaignes,  Journ.  pharm.  vol.  xxxii.  p.  41 :  1857. 
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fed  only  upon  flesh,  and  also  during  inanition.*  In  this  case 
the  benzoic  acid  is  formed  from  the  aromatic  radicals,  which 
are  contained  in  the  proteid  molecule. f 

The  amount  of  hippuric  acid  contained  in  the  urine  of 
man  in  twenty-four  hours,  is  generally  less  than  1  grm. ; 
but  after  the  consumption  of  certain  berries  and  fruits,  it 
amounts  to  several  grammes. 

The  fact  that  benzoic  acid  introduced  into  the  stomach 
reappears  as  hippuric  acid  in  the  urine  was  discovered  as 
early  as  1824,  by  Wohler.J  This  discovery  was  afterwards 
confirmed  by  numerous  experiments,  and  excited  some  atten- 
tion, for  it  was  the  first  synthetic  process  which  was  proved 
to  occur  in  the  animal  body.  Since  then,  a  long  series  of 
other  syntheses  have  been  discovered  in  the  animal  body.  I 
need  only  remind  my  readers  of  the  formation  of  the  conju- 
gated sulphuric  acids  and  glycuronic  acids,  and  of  the  forma- 
tion of  glycogen  from  sugar.  It  is  probable  that  the  formation 
of  albumen  from  peptone  belongs  to  this  category.  We  shall 
soon  become  acquainted  with  other  synthetic  processes. 

There  are  two  reasons  why  these  synthetic  processes  in 
the  animal  body  have  excited  the  interest  of  physiologists  and 
chemists  during  the  last  twenty  years :  in  the  first  place,  these 
facts  were  in  contradiction  to  the  dominant  doctrine  of  Liebig 
with  regard  to  the  universal  contrast  between  the  processes 
of  tissue-change  in  plants  and  in  animals;  in  the  second 
place,  the  syntheses  in  animals  are  an  unsolved  problem 
to  chemists,  although  it  is  the  rapid  progress  in  om-  know- 
ledge of  the  syntheses  of  organic  combinations  which  consti- 
tutes the  greatest  triumph  of  modern  chemistry.     We  are 

*  E.  Salkowski,  Ber.  d.  deutsch.  chem.  Ges.,  vol.  si.  p.  500 :  1878. 

t  E.  and  H.  Salkowski,  ibid.,  vol.  xii.  pp.  107,  648,  653  :  1879;  Zeitschr.  f. 
physiol.  Chem.,  vol.  vii.  p.  161 :  1882 ;  E.  Salkowski,  Zeitschr.  f.  phrjsiol.  Chem., 
vol.  ix.  p.  229 :  1885.  Compare  also  Tappeiner,  Zeitschr.  f.  Biolog.,  vol.  xxii.  p. 
236:  1886;  and  E.  Baas,  Zeitschr./.  physiol.  Chem.,  vol.  xi.  p.  485:  1887. 

X  Berzelius,  "  Lehrbucli  dor  Chemie,"  translated  by  Wohler,  vol.  iv.  p.  376 ; 
Anon.  Dresden,  1831. 
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already  able  artificially  to  build  up,  atom  for  atom,  out 
of  their  elements,  a  series  of  organic  compounds,  some  of  a 
very  complicated  character.  We  no  longer  doubt  that  all  the 
rest,  even  the  most  complex,  will  be  thus  produced;  it  is 
merely  a  question  of  time.  Still,  this  in  no  way  represents 
the  synthetic  processes  in  the  living  cell,  for  all  our  artificial 
syntheses  can  only  be  achieved  by  the  application  of  forces 
and  agents  which  can  never  play  a  part  in  vital  processes, 
such  as  extreme  pressure,  high  temperature,  concentrated 
mineral  acids,  free  chlorine — factors  which  are  immediately 
fatal  to  a  living  cell. 

Thus  we  have  seen  that  the  artificial  synthesis  of  benzoic 
acid  and  glycocoU  to  hippuric  acid  could  only  be  induced  by' 
heating  both  substances  in  a  dry  condition,  in  a  closed  tube, 
to  a  temperature  of  160°  C.  This  implies  extreme  pressure, 
extreme  temperature,  and  absence  of  water.  The  very  reverse 
is  the  case  in  the  animal  body,  where  we  find  water  in  every 
tissue,  and  the  ordinary  atmospheric  pressure  and  temperature 
in  every  cell.  Even  cold-blooded  animals  form  hippuric  acid. 
It  follows  that  the  animal  body  has  command  of  ways  and 
means  of  a  totally  different  character,  by  which  the  same 
object  is  gained.  An  inquiry  into  these  would  be  of  extreme 
interest  to  the  chemist  and  to  the  physiologist;  the  former 
would  thus  obtain  new  methods  for  rising  to  still  more  com- 
plicated combinations,  and  the  physiologist  would  be  enabled 
to  explain  many  of  the  most  obscure  processes  in  metabolism. 

For  this  reason,  Schmiedeberg  and  I  conjointly  *  resolved 
to  study  the  conditions  under  which  the  synthesis  of  hippuric 
acid  takes  place  in  the  animal  body. 

In  order  to  be  able  to  trace  benzoic  and  hippuric  acids 
through  the  tissues  of  the  animal  body,  we  required,  above  all, 
a  precise  method  for  their  discovery  and  determination.  This 
Ave  succeeded  in  obtaining  after  many  experiments.    We  now 

*  Bunge  and  Schmiedeberg,  Arch.  f.  exper.  Path.  u.  Phani.,  vol.  vi.  p.  233 : 
1876. 
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possess  a  method  *  which  enables  us  to  separate  these  acids 
from  all  other  elements  of  the  animal  body,  and  to  weigh 
them  in  a  pure  crystalline  form,  without  any  appreciable  loss. 

We  had  next  to  determine  in  what  organs  and  in  what 
tissues  the  synthesis  takes  place.  We  naturally  thought  first 
of  the  liver.  It  is  known  that  here  another  acid,  conjugated 
with  glycocoll  (glycocholic  acid),  is  formed;  besides,  synthetic 
processes  have  often  been  assigned  to  the  liver.  If  this  view 
is  correct,  the  removal  of  the  liver  must  cause  the  benzoic 
acid  introduced  into  the  blood  to  circulate  unaltered  in  it,  and 
to  pass  out  by  the  kidneys  unchanged. 

This  experiment  could  not  be  carried  out  in  mammals, 
because,  after  ligature  of  the  hepatic  vessels,  the  bulk  of  the 
blood  accumulates  in  the  portal  system,  and  the  circulation 
in  the  other  organs  is  almost  entirely  arrested.  Dogs  die 
from  thirty  to  fifty  minutes  after  this  operation.  It  may  be 
said  that  they  begin  to  die  as  soon  as  the  portal  vein  is  tied. 

We  therefore  instituted  our  experiments  in  frogs.  They 
bear  the  extirpation  of  the  liver  very  well,  surviving  the 
operation  for  three  or  four  days.    They  run  about  during  this 
time  with  almost  undiminished  vigour.    If  we  introduced 
benzoic  acid  into  the  dorsal  lymphatic  sac,  the  frogs  invariably 
formed  hippuric  acid,  which  was  more  copious  when,  in 
addition  to  benzoic  acid,  glycocoll  was  injected.  Unless 
benzoic  acid  was  injected,  no  trace  of  hippmic  acid  was  ever 
to  be  found  in  the  tissues  or  in  the  secretions  of  the  frog.  It 
follows  of  necessity  that  the  liver  is  not  the  locality,  at  all 
events  not  the  exclusive  locality,  for  the  formation  of  hippm-ic 
acid. 

We  then  thought  that  the  synthesis  might  possibly  occur 
in  the  kidney.  In  order  to  decide  this,  it  was  necessary  to 
have  recourse  to  warm-blooded  animals.  Dogs  survive  the 
ligature  of  the  vessels  of  both  kidneys  for  several  hours, 
and  the  circulation  in  their  other  organs  is  not  materially 
*  Tbe  metliod  is  described,  he.  cit.,  pp.  23i-239. 
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affected.  We  injected  glycocoll  and  benzoic  acid  into  the 
blood  of  dogs  thus  operated  upon,  bled  them  to  death  after 
three  or  four  hours,  and  examined  the  blood  of  the  liver 
and  muscles  for  hippuric  acid  without  ever  finding  a  trace  of 
it;  we  only  found  benzoic  acid.  It  therefore  appears  that 
all  the  other  organs  together  cannot,  without  the  kidneys, 
combine  glycocoll  and  benzoic  acid,  and  that  the  kidney  is 
the  locality  in  which  the  synthesis  is  performed. 

A  sceptical  critic  will  not  be  satisfied  with  this  conclusion. 
There  is  still  room  for  objection.  The  ligature  of  the  kidneys 
may  be  regarded  as  so  violent  an  operation  as  to  produce 
direct  and  indirect  disturbances  of  all  kinds  in  all  parts  of  the 
organism.  We  must,  therefore,  admit  the  possibility  that 
disturbances  may  be  produced  in  tissues  with  which  we  are  as 
yet  unacquainted,  and  in  which  the  synthesis  is  effected. 

The  hope  remained  that  if  we  could  show  that  the  kidney, 
separated  from  other  organs,  was  able  to  produce  the  synthesis 
by  itself,  we  should  be  in  a  position  to  prove  that  the  forma- 
tion of  hippuric  acid  took  place  in  that  organ.  This  hope 
was  realized.  We  bled  a  dog  to  death,  removed  the  kidneys, 
added  glycocoll  and  benzoic  acid  to  the  defibrinated  blood, 
and  conveyed  it,  under  an  approximately  normal  pressure, 
through  the  artery,  and  allowed  it  to  flow  out  of  the  veins  of 
one  of  the  kidneys.  The  blood  that  passed  out  of  the  veins 
was  returned  to  the  reservoir,  from  which  it  re-entered  the 
artery;  and  this  process  was  continued  for  several  hours. 
Hippuric  acid  was  invariably  found  in  the  blood  after  its 
passage  through  the  kidney,  and  in  the  fluid  which,  during 
its  passage,  escaped  by  the  ureter.  But  in  the  other  kidney, 
and  in  a  portion  of  the  blood  which  had  not  traversed  the 
kidney,  no  trace  of  hippuric  acid  could  at  any  time  be  dis- 
covered. It  follows  that  hippuric  acid  was  formed  in  the 
excised  kidney.* 

*  Wilh.  Kochs  lias  confirmed  these  results  by  a  series  of  careful  experiments 
in  Pfliiger's  laboratory  (Plluger's  Arch.,  vol.  xx.  p.  64  :  1879). 


316  LECTUKE  XVI. 

If  we  added  benzoic  acid  without  glycocoll  to  the  blood 
that  was  passed  through  the  kidney,  the  quantity  of  hippuric 
acid  formed  was  small ;  but  it  was  considerable  when  glycocoll 
was  mixed  with  it.  As  a  matter  of  fact,  the  two  ingredients 
had  entered  into  combination,  with  separation  of  water.  It 
was  indifferent  whether  we  raised  the  temperature  of  the 
kidney  and  the  blood  to  the  temperature  of  the  body,  or 
cooled  it  to  that  of  the  room.  In  either  case  the  synthesis 
was  effected.  It  was  remarkable  how  long  the  excised  kidney 
retained  the  faculty  of  generating  hippm-ic  acid.  In  one 
of  our  experiments  we  allowed  the  kidney  to  remain  for 
forty-eight  hours  in  an  ice-chest.  We  passed  the  blood  of 
another  dog  through  it,  which  had  been  obtained  twenty-four 
hours  previously  ;  nevertheless  some  hippuric  acid  was  formed. 

We  now  inquired  whether  the  living  tissue  of  the  kidney  is 
essential  for  the  synthesis.  Does  the  result  depend  upon  the 
formed  elements  and  upon  a  definite  histological  arrangement, 
or  is  this  function  of  the  kidney  only  due  to  its  contaming 
certain  chemical  substances  ?  In  the  latter  case,  it  might  be 
possible  to  isolate  these  substances,  and  then  to  effect  the 
synthesis  artificially. 

Accordingly,  we  destroyed  the  renal  tissue.  We  chopped 
up  the  kidney  and  pounded  it  into  a  homogeneous  pulp.  To 
this  we  added  blood,  glycocoll,  and  benzoic  acid,  and  aUowed 
the  mixture  to  stand,  shaking  it  at  frequent  intervals.  We 
varied  the  experiment,  applied  different  temperatures,  provided 
a  copious  supply  of  oxygen,  but  we  never  succeeded  in  finding 
a  trace  of  hippuric  acid. 

This  experiment  was  repeated  in  Pfliiger's  laboratory  by 
Kochs.*  When  the  kidney  had  only  been  chopped  up,  Kochs 
discovered  minute  traces  of  hippuric  acid,  but  if  it  had  been 
not  only  chopped  up,  but  also  rubbed  up  "in  a  mortar  with 
large  pieces  of  glass  "  to  an  almost  homogeneous  mass,  not 
a  trace  of  hippuric  acid  was  to  be  found ;  nor  was  it  met  with 
*  Willielm  Koobs,  loc.  cit.,  p.  70,  et  seq. 
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when  the  kidney,  before  being  chopped  up,  had  been  frozen 
at  -  20°  C,  and  thawed  at  40°. 

These  experiments  appear  to  prove  that  the  synthesis  is 
due  to  the  living  cells  of  the  kidney,  and  not  to  one  of  its 
chemical  components. 

We  now  inquired  whether  the  blood-corpuscles  are  essential 
for  the  production  of  the  synthesis.  We  therefore  conducted 
serum  which  had  been  deprived  of  all  cells  by  the  centrifugal 
machine,  together  with  glycocoU  and  benzoic  acid,  through 
the  excised  kidney.  In  this  case  no  hippuric  acid  was 
formed.  It  follows  that  the  blood- corpuscles  also  take  an 
active  part  in  the  synthesis. 

We  now  proceeded  to  inquire  into  the  part  played  by 
the  biood-cells  in  this  process,  and  to  determine  whether  they 
only  act  as  oxygen-carriers  ? 

In  order  to  decide  this  question,  Schmiedeberg  and  Arthur 
Hoffman  *  conducted  blood  mixed  with  glycocoll  and  benzoic 
acid,  and  in  which  the  oxygen  had  been  replaced  by  carbonic 
oxide,  through  the  kidneys.  The  result  was  that  no  hippuric 
acid  was  formed.  The  blood-cells,  therefore,  also  act  as 
oxygen-carriers  in  the  synthetic  process,  but  whether  they 
have  only  this  function  remains  uncertain.  It  may  be  objected 
that  the  carbonic  oxide,  besides  driving  out  the  oxygen,  has 
a  toxic  effect  on  th§  renal  cells.  The  following  experiment 
of  Schmiedeberg  and  Hoffmann  goes  to  prove  that  certain 
poisons  do  deprive  the  cells  of  the  power  of  effecting  syntheses. 
They  conducted  blood,  to  which,  besides  glycocoll  and  benzoic 
acid,  quinine  had  been  added,  through  the  kidneys.  Only 
a  very  small  quantity  of  hippuric  acid  was  subsequently 
found.  It  is  known,  from  the  investigations  of  C.  Binz,t  that 
quinine  arrests  the  amoeboid  movements  of  the  cells.  The 
same  inauence  that  kills  the  cell  likewise  deprives  it  of  the 
capability  of  bringing  about  syntheses.    Here  again  we  are 

*  Arthur  Hoflmau,  Arch.f.  exper.  Path.  u.  Fharm.,  vol.  vii.  p.  239  :  1877. 
t  C.  Biuz,  Arch.f.  milcr.  Anat,  vol.  iii.  p.  383 :  1867. 
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confronted  with  the  old  problem,  the  life  of  the  cell,  a  term 
of  whose  meaning  no  one  has  any  conception. 

And  such  has  hitherto  been  the  case  in  every  physiological 
investigation.  The  more  closely  we  regard  any  problem  of 
life,  the  more  it  seems  to  recede  into  obscurity.  The  mystery 
is  still  unsolved  when  we  come  to  the  microscopic  cell, 
which  may  be  regarded  as  the  limit  of  histological  inquiry. 
The  most  simple  cell  has  all  the  essential  functions  of  life — 
nutrition,  growth,  propagation,  movement,  sensation ;  it  has 
also  those  incomprehensible  qualities  which  bring  about 
synthesis  in  the  organism  {vide  supra,  pp.  3-6,  8-11,  108, 
164,  174  ;  and  i7ifra  Lecture  XVII.). 

With  regard  to  the  locality  where  hippm-ic  acid  is  formed 
in  the  animal  body,  I  would  add  that  its  exclusive  formation 
in  the  kidney  is  only  proven  in  the  case  of  the  dog. 
Schmiedeberg  and  I  have  already  shown  that  frogs  form 
hippuric  acid  even  after  extirpation  of  the  kidney.  Salomon  * 
discovered  subsequently  that  certain  mammals  do  not  form 
hippuric  acid  exclusively  in  the  kidney.  Salomon,  after  giving 
benzoic  acid  to  rabbits  which  had  been  deprived  of  their 
kidneys,  found  abundant  hippuric  acid  in  their  blood,  muscles, 
and  liver. 

But,  as  already  mentioned,  a  very  inconsiderable  portion 
of  the  nitrogen  in  human  beings  is  eliminated  as  hippuric 
acid.  The  bulk  of  it,  in  man  and  mammals,  appears  in  the 
urine  as  tjrea.  The  amount  of  urea  excreted  is  therefore 
regarded  as  a  standard  of  the  consumption  of  proteid  in  the 
body.  The  greater  portion  of  nitrogen  is  introduced  in  the 
form  of  proteid.  Nearly  half  the  weight  of  urea  consists  of 
nitrogen.  The  100  grms.  of  proteid  daily  used  up  by  one 
person  contain  about  16  grms.  of  nitrogen,  to  which  34  grms. 
of  urea  correspond.  This  is  about  the  quantity  found  in  a 
man's  urine  during  twenty-four  hours. 

The  constitution  of  urea  is  known.  Its  formation  from 
*  Salomon,  Zeitschr.  f.  fliysiol.  Chem.,  vol.  iii.  p.  365. 
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carboxyl  chloride  (COCI2)  and  ammonia,  as  well  as  from 
ethyl  carbonate  and  ammonia,  undoubtedly  shows  that  urea 
should  be  regarded  as  the  amide  of  carbonic  acid,  carbamide 
[C0(HN2)2].  On  heating  with  acids  or  alkalies  or  by  the 
action  of  ferments,  urea  passes  into  carbonate  of  ammonia, 
simultaneously  taking  up  two  molecules  of  water.  Urea  is  a 
neutral  compound,  capable  of  crystallization  and  very  readily 
soluble  in  water. 

How  does  urea  arise  from  proteid,  and  what  are  the  inter- 
mediate stages  ?  A  recapitulation  of  our  previous  remarks 
on  the  changes  of  proteid  in  the  body  may  not  be  out  of  place 
here.  It  was  shown  that  proteid  was  converted  by  the  diges- 
tive ferments  into  peptones ;  that  the  peptones  are  probably 
products  of  decomposition ;  and  that,  by  continued  action  of 
the  digestive  ferments,  or  of  other  ferments  of  decomposition, 
a  part  of  the  nitrogen  is  split  off  in  the  form  of  amido-acids, 
as  amido-caproic  acid  or  leucin  [CsHioCNHa^COOH],  as  tyrosin, 

an  aromatic  amido-acid  (^CgHi  |       ^^^^  ^^^^^j^,  and  as 

amido-succinic  acid,  or  aspartic  acid*  [C2H3(NH2) (00011)2]. 
The  proteids  also  give  the  same  products  of  decomposition 
on  boihng  with  acids  or  with  alkalies. f  We  have,  moreover, 
seen  that  a  portion  of  the  albumen  is  converted  in  the 
animal  body  into  collagenous  substances,  which,  under  the 
same  conditions  as  the  proteids,  produce  amido-acids,  and 
especially  leucin  and  glycoeoll.J 

*  Eadziejewski  and  E.  Salkowski,  Ber.  d.  deutscli.  chem.  Ges.,  vol.  vii.  p. 
1050 :  1874  ;  W.  von  Knieriera,  Zeitschr.f.  Biolog.,  vol.  i.  p.  198  :  1875. 

Hlasiwetz  and  Habermann,  Ann.  d.  Chem.  u.  Pharm.,  vol.  clxix.  p.  150  : 
1873;  E.  Schulze,  J.  Baibieri  und  E.  Bossard,  Zeitschr.  f.  physiol.  Chem.,  vol.  ix. 
p.  63:  1884;  E.  Schulze  und  E.  Bossard  in  same  journal,  vol.  x.  p.  134:  1885; 
M.  P.  Schiitzenberger,  Bull,  de  la  SocieU  chim.,  vol.  xxiii.  pp.  101,  193,  216,  242 
385,  433;  vol.  xxiv.  pp.  2,  145:  1875;  vol.  xxv.  p.  147:  1876;  Schiitzenberger 
ct  A.  Bourgeois,  Compt.  rend.,  vol.  Ixxxii.  p.  262  :  1876.  Compare  also  E.  Maly 
Sdzungsber.  d.  It.  Mead.  d.  W.  in  Wien.,  Math.  nat.  CL,  vol.  xci.  part  ii.,  Feb 
1885;  vol.  xovn.  part  u.,  March,  1888;  and  vol.  xcix.  part  ii.,  Jan.  1889. 

t  Nencki,  «  Uebor  die  Zersetzung  der  Gelatine  und  des  Eiweisses  bei  der 
Faulniss  mit  Pankreaa:"  Berlin,  1876. 
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These  facts  led  to  the  supposition  that  the  amido- acids 
were  the  precursors  of  urea.  Schultzen  and  Nencki  *  proved 
its  correctness  by  the  following  experiments  :  they  ad- 
ministered glycocoll  to  dogs,  and  found  that  these  compounds 
did  not  reappear  in  the  urine,  but  that  there  was  a  corre- 
sponding increase  of  urea.  Salkowsld,t  on  repeating  these 
experiments,  fully  confirmed  these  results.  Knieriem  t  showed, 
by  a  similar  method  of  research,  that  aspartic  acid  is  also 

converted  into  urea. 

But  even  these  facts  tend  but  little  to  the  elucidation  of 
the  origin  of  urea.  It  is  only  the  smallest  part  of  urea  which 
can  be  formed  fi'om  amido-acids.  This  is  seen  by  a  glance 
at  the  empirical  formula  of  proteids.  We  have  shown  (p.  60) 
that  the  following  formulae  may  be  deduced  from  the  most 
reliable  analyses  of  the  purest  preparations  of  albumens. 

Egg  albumen  C204H322N52O66S2. 

Proteid  in  hemoglobin  from  horse  ...  C680H1098N210OLM1S2. 
Proteid  in  haemoglobin  from  dog  ...  C726H1171N194O214S3. 
Globulin  from  pumpkin  seeds  .  •  •  C292H481N90O83S2. 

We  see  that  there  is  not  nearly  sufficient  carbon  in  the 
proteid  to  permit  of  all  the  nitrogen  issuing  as  an  amido-acid. 
In  the  various  kinds  of  proteid,  from  three  to  four  atoms  of 
carbon  go  to  one  atom  of  nitrogen ;  in  aspartic  acid,  four 
atoms  of  carbon  to  one  of  nitrogen;  in  leucin,  six;  and  in 
tyrosin,  as  many  as  nine.  Glycocoll,  indeed,  contains  only  two 
atoms  of  carbon  to  one  of  nitrogen.    But  it  is  questionable 
whether  it  is  this  amido-acid  which  is  formed  in  especially 
large  quantity  from  the  proteid  in  the  animal  body.  As 
stated,  it  cannot  be  obtained  from  the  proteid  outside  the 
orcranism,  but  only  if  the  proteid  has  been  previously  changed, 
by'the  vital  process  in  the  animal,  into  a  collagenous  sub- 
stance ;  and  it  is  only  the  smallest  portion  of  the  albumen 

*  Schultzen  and  Nencki,  ZeU^chr.  f.  Biolog.,  vol.  viii.  P;^^^  ;  ^f^. 
t  E.  Salkowski,  ZeiiBchr.f.  physiol  Cliem.,  vol.      P- 100^  l^^^^- 
X  W.  vun  Kuieriem,  Zeittchr.  f.  Biolog.,  vol.  x.  p.  2/9  :  18/4. 
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of  nutrition  which  undergoes  this  conversion.  It  must  also 
be  taken  into  consideration  that  the  proteid  in  the  animal 
body  also  yields  products  of  decomposition  free  from  nitrogen, 
and  very  rich  in  carbon.  What  follows  will  make  it  apparent 
that  fat  and  glycogen  can  be  formed  in  the  animal  body  from 
proteid.  We  are  thus  obliged  to  conclude  that  the  largest 
portion  of  the  nitrogen  is  split  off  from  the  proteid  molecule 
as  a  compound  containing  very  little  carbon. 

It  is  possible  that  a  part  of  the  urea  in  the  animal  body  is 
separated  directly  from  the  proteid  as  a  neutral  compound. 
But  it  is  also  possible  that  ammonia  and  carbonic  acid  split 
off  from  the  proteid,  subsequently  combining,  with  elimination 
of  water,  to  form  urea.  This  would  be  a  process  completely 
analogous  to  that  involved  in  the  formation  of  hippuric 
acid.  As  monobasic  benzoic  acid  unites  with  a  molecule  of 
a  substituted  ammonia  (glycoeoll),  losing  one  molecule  of 
water,  to  form  hippuric  acid,  so  dibasic  carbonic  acid  unites 
with  two  molecules  of  ammonia,  losing  two  molecules  of 
water,  to  form  urea : 

C  =  0  +2NH3 -2H20  =  C  =  0 

The  conversion  of  the  amido-acids  into  urea  may  be  thus 
represented:  they  are  first  split  up  and  oxidized  into  car- 
bonic acid  and  ammonia,  and  in  this  state  yield  the  elements 
necessary  to  form  urea.  In  any  case,  we  have  to  deal  with 
another  synthetic  process,  for  the  leucin  and  glycoeoll  contain 
but  one  atom  of  nitrogen  in  the  molecule,  whereas  urea  has 
two. 

The  supposition  that  carbonate  of  ammonia  was  the 
antecedent  of  urea  was  based  upon  the  following  observations 
of  Buchheim  and  his  pupil  Lohrer.*    The  latter  took  3  grms 
of  ammonia  in  the  form  of  citrate,  expecting  that  it  would 
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behave  in  the  body  like  citrate  of  potash  or  soda,  which 
are  known  to  pass  into  the  urine  as  carbonates  of  potash  or 
soda,  and  to  render  the  urine  alkaline.  But  this  did  not 
happen.  The  urine  remained  acid.  The  carbonate  of  am- 
monia formed  must,  therefore,  have  been  converted  into  a 
neutral  compound.  It  was  readily  assumed  that  urea  had 
been  formed. 

In  order  to  decide  the  question  whether  ammonia  is  con- 
verted in  the  animal  body  into  urea,  careful  experiments  on 
the  metabolic  changes  were  made  by  Knieriem*  on  dogs 
and  on  human  beings,  and  by  Salkowski  f  on  dogs  and  on 
rabbits.   The  experiments  made  on  rabbits  gave  results  which 
were  quite  unambiguous  :  after  the  administration  of  chloride 
of  ammonia,  the  excretion  of  ammonia  was  scarcely  m- 
creased  at  all,  whereas  that  of  urea  was  increased.  The 
experiments  on  human  beings  and  on  dogs  did  not  show  so 
unequivocal  a  result.    Part  of  the  ammonia  appeared  un- 
altered in  the  urine,  and  it  remained  doubtful  whether  the 
extra  excretion  of  urea  was  to  be  ascribed  to  the  ammonia  ad- 
ministered, or  to  an  indirect  increase  of  proteid-decomposition 
produced  by  the  ammonia.    This  difference  in  its  action  in 
rabbits  compared  with  human  beings  and  dogs  may  be 
explained  as  foUows.    The  hydrochloric  acid  of  the  chloride 
of  ammonia  introduced,  by  its  strong  affinity  for  ammonia, 
prevents  the  union  of  the  latter  with  the  carbonic  acid  to  form 
urea.    Now,  in  the  organism  of  herbivora  this  hindrance  is 
overcome,  because  the  vegetable  food  yields  an  alkaline  ash  ; 
carbonate  of  potash  is  also  formed  in  the  organism  by  com- 
bustion ;  this,  together  with  the  chloride  of  ammonia,  is 
converted  into  chloride  of  potash  and  carbonate  of  ammonia, 
which  latter  is  changed  into  urea.     The  mixed  diet  of 
human  beings  and  of  dogs  in  Knieriem's  and  Salkowski's 
experiments  would  necessarily  give  a  feebly  acid  ash;  the 

*  Von  Knieriem.  Zeitsohr.f.  Biolog.,  vol.  x.  p.  263: 

t  E.  Salkowski,  Zeitsohr.f.  phyaiol.  Chem.,  vol.  i.  p.  1:  IS''- 
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conversion  of  the  ammonia  into  urea  was,  therefore,  not  so 
complete.  Feder,*  who  experimented  with  chloride  of  am- 
monia upon  fasting  dogs,  recovered  all  the  ammonia  from 
the  urine.  For  the  fasting  dog  is  nourished  by  some  of  the 
proteid  of  its  tissues,  and  a  great  deal  of  sulphuric  acid  is  set 
free.  This  prevents  the  ammonia  from  uniting  with  the  car- 
bonic acid.  Fr.  Walter  f  and  Coranda  t  showed  the  excretion 
of  ammonia  to  be  considerably  augmented  in  dogs  and  in  man 
after  the  administration  of  hydrochloric  acid.  The  latter 
impedes  the  normal  formation  of  urea.  The  administration 
of  carbonate  of  soda  diminishes  the  normal  excretion  of 
ammonia.§  For  this  reason  the  experiments  on  the  forma- 
tion of  urea  were  repeated  in  Schmiedeberg's  laboratory,  ||  but 
the  ammonia  was  not  administered  in  combination  with  strong 
mineral  acids,  but  simply  as  carbonate.  The  dog  swallowed 
the  carbonate  of  ammonia,  wrapped  in  meat,  readily  enough  ; 
in  this  manner  3  grms.  NH3  were  administered  to  the  animal 
on  two  successive  afternoons.  The  excretion  of  ammonia  in 
the  urine  was  not  found  to  be  augmented,  but  there  was  an 
increase  of  urea,  and  the  urine  remained  acid.  Thus  there  can 
be  no  doubt  that  carbonate  of  ammonia  is  converted  into  urea. 

Hoppe-Seyler  H  and  Salkowski  **  have  arrived  at  other 
views  concerning  the  origin  of  urea.  They  regard  cyanic 
acid  as  the  immediate  precursor  of  urea,  and  Drechsel  tt  con- 

*  Feder,  Zeitschr.  f.  Biolog.,  vol.  xiii.  p.  256 :  1877. 

+  Fr.  "Walter,  Arch.f.  exper.  Path.  u.  PJiarm.,  vol.  vii.  p.  148  :  1877 

t  Coranda,  ibid.,  vol.  xii.  p.  76 :  1880. 

§  Munk,  Zeitschr.  f.  physiol  chem.,  vol.  ii.  p.  29:  1878;  E.  Hallervorden 
Arch.  f.  exper.  Path.  u.  Pharm.,  vol.  x.  p.  124 :  1879. 

II  Hallervorden,  loc.  cit.,  whose  results  have  been  confirmed  by  Feder  and 
Voit,  Zeitschr.  f.  Biolog.,  vol.  xvi.  p.  177  ;  1880. 
J  Hoppe-Seyler,  Ber.  d.  deutsch.  chem.  Ges.,  vol.  vii.  p.  34:  1874;  and 
Physiologische  Chemie,"  pp.  809,  810 :  Berlin,  1881. 
*»  E   Salkowski,  Centralh.  f.  d.  med.  Wissensch.,  p.  913:  1875;  Zeitschr.  f 
physwl  Chem  vol.  1.  pp.  26-42  :  1877.    Compare  also  Schmiedeberg's  objections 
in  the  Arch.  f.  exper.  Path.  u.  Pharm.,  vol.  viii.  p,  4,  e<  seq. :  1878 ;  and  Schroder's 
ibid.,  vol.  XV.  pp.  399,  400  :  1882. 

tt  E.  Dreohsel,  Ber.  d.  sdchs.  Qes.  d.  Wissensch.,  p.  171 :  1875  ;  Journ.  f. prakt. 
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siders  that  urea  arises  from  carbamate  of  ammonia.  This 
last  opinion  is  not  at  variance  with  the  idea  that  urea 
originates  in  carbonate  of  ammonia.     For  carbamate  of 

ammonia  (C=0  )  stands  midway  between  carbonate 

of  ammonia  (C=0  and  urea  1^  =  0     J.  -Ky 

eliminating  one  molecule  of  water,  carbonate  of  ammonia 
yields  carbamate  of  ammonia ;  by  elimination  of  a  second 
molecule,  urea.  As  it  would  lead  me  too  far  to  enter  into 
these  theories  at  greater  detail,  I  refer  the  reader  to  the 
interesting  original  works  that  deal  with  the  matter. 

The  most  complete  and  reliable  researches  as  to  the 
locality  in  which  ui-ea  is  generated  have  been  made  by 
W  Yon  Schroder.*  He  extirpated  both  kidneys  m  a  dog, 
and  took  a  little  blood  from  the  carotid  immediately  after 
the  operation.  The  dog  was  bled  to  death  twenty-seven  hours 
afterwards.  The  quantity  of  urea  in  each  sample  of  blood 
was  determined.!  In  the  first  case  it  amounted  to  0-5  per 
thousand;  in  the  second,  to  2  per  thousand.  The  urea  m  the 
blood  is,  therefore,  increased  fourfold  by  the  extirpation  of  the 
kidneys,  and  it  follows  that  the  Hdneys  cannot  be  the  only 
place  where  urea  is  formed.^: 

V  F  Yol  xii  p.  417:  1875;  vol.  xvi.  pp.  169,  180:  1877;  voL  xxii.  p. 
4^?  1880    'Cot  axe  also  the  objections  raised  by  Franz  Hofmeister,  Pfluger's 

^^^•'w!vof  ScbSlk'Il/.  e.,er.  PatU.u.  P/mm..  vol.  xv.  p.  364  : 1882 ;  and 

''°\'^What'rlnLrSchroder'8  researches  so  valuable,  and  raises  them  far  above 
.j:J^:Seess.s..e^^^^^^ 

zz:::z^  z:^;^^^^^^^.      ana^  to  .st 

■  rru„  method  is  described  Zoc.  ci6.,  pp.  abZ-d//. 

wo*  .r.i.  h™..y  with  ,bU,  »P"i.%JJ-^^^^^ 

r::;  cfrSer  i.  .ive.      V*  /.  B^..  V...  .V.  p. 

116,  .l»4.:  1868;  aiKl  l>y  ScUroder,  lo».  oil.,  Pp.364,  364. 
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But  the  possibility  still  remained  that  urea  was  formed  in 
the  kidney  as  well.  Schroder  therefore  conducted  blood,  to 
which  carbonate  of  ammonia  had  been  added,  through  the 
kidneys  that  had  been  excised.  The  amount  of  urea  in  the 
blood  remained  the  same,  both  before  and  after  it  had  been 
passed  through  the  kidneys.  As  the  formation  of  urea  from 
carbonate  of  ammonia  is  a  process  entirely  analogous  to  that 
of  the  formation  of  hippuric  acid  from  glycocoll  and  benzoic 
acid,  and  as  the  excised  kidney  still  brings  about  the  latter 
synthesis,  this  experiment  renders  it  extremely  probable  that 
carbonate  of  ammonia  does  not,  in  normal  conditions,  undergo 
conversion  into  urea  in  the  kidneys. 

Urea  is,  therefore,  not  formed  in  the  kidneys,  but  merely 
excreted  by  them.  But  where  is  it  formed  ?  As  the  muscles 
constitute  40  per  cent,  of  the  whole  weight  of  the  body,  it  was 
natural  to  think  of  them  first.  The  combination,  which 
forms  the  bulk  of  the  nitrogenous  end-products,  might  arise 
in  the  muscles.  Schroder  therefore  conducted  blood  impreg- 
nated with  carbonate  of  ammonia  through  the  hind-quarters 
of  a  dog  which  had  been  bled  to  death.  The  blood  was 
introduced  into  the  abdominal  aorta,  below  the  renal  arteries, 
and  flowed  out  of  the  vena  cava  inferior.  In  one  of  the 
experiments,  1100  c.cms.  of  blood  (40  litres)  was  allowed 
to  pass  through  in  four  hours  and  three-quarters.  During 
the  first  four  hours  the  limbs  moved  spontaneously,  obviously 
from  the  stimulation  to  the  spinal  cord ;  its  irritability  con- 
tinued to  the  end  of  the  experiment.  If  one  electrode  was 
inserted  into  the  spinal  cord  and  the  other  applied  to  the  leg, 
tetanus  ensued.  A  part  of  the  spinal  cord  evidently  preserved 
its  vitaUty,  for  stimulation  of  one  leg  produced  contraction  of 
the  other.  But  the  amount  of  urea  in  the  blood  was  exactly 
the  same  before  and  after  the  passage  of  the  blood.  The 
conclusion,  therefore,  is  that  no  urea  is  formed  from  carbonate 
of  ammonia  in  the  muscles  and  tissues  of  the  body ;  unless, 
indeed,  the  objection  were  raised  that  the  extremities  which 
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showed  so  remarkable  a  retention  of  many  properties  of 
vitality  should  not  be  regarded  as  being  under  normal  con- 
ditions. 

The  liver  was  the  next  organ  to  be  thought  of.    It  was 
to  be  expected  that  large  quantities  of  urea  could  only  be 
formed  in  a  large  organ.    There  are  various  reasons  for 
believing  that  extensive  processes  of  tissue-change  go  on  in 
the  liver,  the  largest  of  the  glands.    Schroder,  therefore, 
conducted  blood  containing  carbonate  or  formate  of  ammonia 
through  the  liver.    The  organ  was  removed  from  a  small 
dog,  whose  blood  was  mixed  with  that  of  a  large  dog.  The 
blood  was  introduced  into  the  portal  vein,  and  flowed  out  of 
the  vena  cava  above  the  diaphragm.    The  hepatic  artery 
was  closed.   After  the  blood  had  been  allowed  to  pass  for  from 
four  to  five  hours,  the  urea  was  found  to  amount  to  between 
double  and  treble  the  previous  quantity.    If  blood  was  con- 
ducted through  the  liver  without  any  carbonate  of  ammonia, 
the  amount  of  urea  increased  but  little,  and  then  only  in  those 
experiments  in  which  the  liver  and  the  blood  were  taken 
from  dogs  while  digestion  was  going  on.    If  the  blood  and 
liver  were  removed  from  fasting  dogs,  and  carbonate  of 
ammonia  was  not  mixed  with  the  blood,  no  urea  was  formed ; 
but  this  occurred  directly  carbonate  of  ammonia  was  added. 

These  results  of  Schroder's  have  been  confirmed  by 
Salomon,*  who  made  his  experiments  on  herbivora  (sheep) 

as  well  as  on  dogs. 

The  synthesis  of  carbonate  of  ammonia  into  urea,  therefore, 

takes  place  in  the  liver. 

Even  this  knowledge,  however,  does  not  advance  our 
acquaintance  with  the  precursors  of  urea.  The  antecedents 
of  the  small  amount  of  urea  obtained  by  passing  through  the 
liver  blood  which  had  been  taken  from  dogs  dm-ing  digestion, 
are  still  unknown.  In  all  the  other  experiments,  the  ante- 
cedent (carbonate  of  ammonia)  was  artificially  introduced. 
*  W.  Salomon,  Virchow's  Arch.,  vol.  xcvil  p.       :  1884. 
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What  justification  is  there  for  the  conclusion  that  carbonate 
of  ammonia  is  also  normally  the  precursor  of  urea  ? 

Schroder  based  his  views  on  this  subject  upon  pathological 
facts.  If  normally  urea  really  arises  in  the  liver  from 
carbonate  of  ammonia,  we  should  expect  that  in  diseases  of 
the  liver  the  formation  of  urea  would  be  arrested,  and  that 
a  portion  of  the  precursors  would  pass  unchanged  into  the 
urine.  We  should  especially  anticipate  this  in  cirrhosis  of 
the  liver,  when  the  specific  hepatic  cells  are  pressed  upon  by 
the  encroaching  connective  tissue,  become  atrophied,  and  in 
great  part  disappear. 

The  above  assumption  has  been  confirmed  by  observation. 
Investigators  have  found  that  in  interstitial  hepatitis,  the 
elimination  of  ammonia  is  increased  both  absolutely  and 
relatively  in  proportion  to  the  excretion  of  urea.*  Healthy 
people  eliminate  from  0*4  to  0*9  grm.  of  ammonia  in  twenty- 
four  hours,  and  in  cases  of  cirrhosis  it  rises  to  2*5  grms. 
{vide  seq.,  pp.  344,  345) . 

It  is  thus  rendered  probable  that  part  of  the  urea  does 
arise  normally  from  carbonate  of  ammonia,  but  the  actual 
quantity  is  not  yet  known.  It  is  possible  that  the  bulk  of 
the  urea  takes  its  origin  from  another  source. 

In  our  previous  remarks  on  the  precursors  of  urea,  no 
notice  has  been  taken  of  a  proteid  product  of  decomposition 
which  is  very  rich  in  nitrogen,  i.e.  cbeatin.  And  yet  creatin 
is  important,  as  no  other  nitrogenous  end-product  of  meta- 
bolism occurs  in  so  large  a  quantity  in  the  body.  Only  very 
small  quantities  of  urea  (of  which  from  30  to  40  grms.  pass 
daily  into  the  urine)  are  at  all  times  found  in  the  body.  The 
total  blood  contains  at  most  2  grms.,  and  it  could  not  be 
detected  in  muscle.  Whereas  creatin,  of  which  only  from 
0-5  to  2-5  grms.  per  diem  pass  as  such,  or  as  creatinin, 
into  the  urine,  is  found  in  the  muscles  alone,  to  the  extent  of 

*  Hallervorden,  Arch./,  exper.  Path.  u.  Pharm.,  vol.  xii.  p.  237:  1880- 
Stadelmann,  Deutsch.  Arch./,  hlin.  Med.,  vol.  xxxiii.  p.  526 :  1883. 
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about  90  grms.    This  fact  renders  it  probable  that  creatin 
is  converted  into  urea,  and  thus  passes  into  the  urine.  This 
view  has  been  held  by  many  physiologists,  but  the  following 
observation  seemed  opposed  to  it.    It  was  found  that  crea- 
tin, introduced  into  an  animal,  reappears  in  the  urine  either 
unaltered  or,  consequent  upon  the  loss  of  one  molecule  of 
water,  as  creatinin.*    Hence  it  was  inferred  that  creatin 
could  not  be  one  of  the  antecedents  of  urea.     But  this 
inference  is  incorrect ;  because  the  creatin  introduced  into 
the  stomach  or  direct  into  the  blood  remains  unaltered,  it 
does  not  follow  that  the  creatin  formed  in  the  muscles 
behaves  in  the  same  way.    It  is  quite  impossible  for  us 
artificially  to  introduce  substances  to  the  part  where  they 
would  be  decomposed  in  health.    The  muscular  fibres  with- 
draw from  the  blood  nutritive  substances  only,  and  throw  off 
the  end-products  in  an  opposite  direction.  It  is,  therefore,  even 
a  priori  unhkely  that  creatin,  when  artificially  introduced, 
would  enter  the  muscle  and  be  decomposed.    It  must  be 
noted  that  it  is  not  only  possible,  but  probable,  that  the  large 
amount  of  creatin  formed  in  muscle  becomes  further  split 
up  and,  when  converted  into  urea,  given  off  to  the  blood. 
It  is  true  that  urea  cannot  be  detected  in  muscle.    Liebig,  in 
his  celebrated  work  on  meat,  says,  "I  think  that  I  should  be 
able  to  detect  urea  in  meat-juice,  if  only  one-millionth  were 
present."  t    But  it  does  not,  therefore,  follow  that  urea  is  not 
formed  there.    It  is  quite  possible  that  it  is  formed  in  the 
muscle,  but  that  it  is  immediately  carried  off  into  the  blood- 
current. 

I  have  already  given  the  reasons  for  my  view  that  the 
combination  into  which  the  bulk  of  the  nitrogen  in  the 
proteid  molecule  splits  up,  is  very  poor  in  carbon.  Creatin 

*  G.  MeisBiier,  Zeitechr.  f.  rat.  Med.,  vol.  xxiv.  p.  100  :  1865 ;  vol.  xxvi.  p.  225  : 
1866;  vol.  xxxi.  p.  283:  1868;  0.  Voit,  Zeitschr.  f.  Biolog.,  vol.  iv.  p.  HI  : 
1868. 

t  Liebig,  Ann.  d.  Chem.  u.  Fharm.,  vol.  Ixil  p.  368 :  1847. 
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answers  to  this  description ;  it  contains  only  four  atoms  of 
carbon  to  three  of  nitrogen. 

The  composition  of  creatin  has  been  thoroughly  known 
since  Volhard  and  Strecker  succeeded  in  producing  it  syn- 
thetically. Volhard  *  heated  an  alkaline  solution  of  sarcosin 
(methylglycocoll)  and  cyanamide  to  100°  C.  for  a  few  hours 
in  a  closed  vessel.  On  cooling,  creatin  crystallized  out. 
Strecker  went  still  more  simply  to  work.  If  he  allowed  a 
saturated  watery  solution  of  sarcosin,  with  the  requisite 
amount  of  cyanamide  and  a  few  drops  of  ammonia,  to  stand 
in  the  cold,  a  large  quantity  of  creatin  was  obtained.f 

The  constitution  of  creatin  may  be  more  readily  under- 
stood from  a  comparison  of  the  composition  of  guanidin, 
which  is  quite  analogous  to  creatin  both  in  synthesis  and  in 
decomposition.    Creatin  is  a  substituted  guanidin. 

/H  XNH2 
C  =  N  +  N-H=C  =  NH 

Cyanamide.  Guanidin. 

/NH2  XCH3 
C  =  N  +  N-H  =C  =  NH 

Cyanamide.  ^CR^  -  COOH       \  „^ 

Sarcosin.  ^K^l-COOIl 

Creatin. 

The  analysis  corresponds  to  the  synthesis.  On  boiling 
with  baryta  water,  the  guanidin  again  splits  into  ammonia 
and  cyanamide.  But  the  cyanamide  takes  up  one  molecule 
of  water  and  passes  into  urea.  In  the  same  way  creatin 
breaks  up  into  urea  and  sarcosin,  a  substituted  ammonia. 
The  close  affinity  of  creatin  to  urea,  and  the  possibility  of  its 
conversion  into  the  latter,  is  thus  amply  proved. 

Creatin  is  a  neutral  compound.     By  elimination  of  one 

*  Volhard,  SUzunsgher.  d.  Miinch.  Alcad.,  vol.  ii.  p.  472  :  1868  :  or  Zeitschr  f 
Cliem.,  p.  318  :  1869.  ' 

t  Strecker,  Jahresber.  uher  Fortschr.  d.  Chem.,  note  to  p.  686:  1868.  Vide 
also  Horbaczewski,  Wien.  med.  Jahrh.,  p.  459  ;  1885. 
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molecule  of  water,  it  passes  into  a  strong  base — creatinin. 
This  conversion  is  readily  effected  in  an  acid  solution ; 
creatin  is  as  readily  reformed  by  an  alkaline  solution.  In 
conformity  with  this,  the  small  amount  of  creatin  daily 
excreted  through  the  kidneys  occurs  chiefly  as  creatinin  in 
acid  urine,  and  as  creatin  in  alkaline  urine.* 

Ueio  acid  is  the  only  nitrogenous  end-product,  which 
leaves  the  body  in  any  quantity,  that  remains  for  our  dis- 
cussion. 

The  amount  of  uric  acid  excreted  in  twenty-four  hours 
varies  greatly  in  the  case  of  human  beings.    It  depends  upon 
the  nature  of  the  food.     With  a  purely  vegetable  diet  it 
amounts  from  0*2  to  0'7  grm.,  and  with  a  full  meat  diet 
it  rises  to  2  grms.  and  more.    These  differences  cannot  be 
explained  merely  by  the  varying  amount  of  proteid  in  the 
food,  for  the  proportion  of  uric  acid  to  urea  and  to  the  total 
amount  of  nitrogen  varies  greatly.     For  instance,  I  found 
that  the  proportion  of  urea  to  uric  acid  in  twenty-four  houi-s 
in  the  urine  of  a  healthy  young  man,  when  eating  nothing 
but  bread,  =         =  82;  and  when  living  on  meat,  =  -^441  =  48. 
Uric  acid  is  sometimes  entirely  absent  from  the  urine  of 
carnivorous  animals,  such  as  cats  and  dogs,  and  only  a  trace 
is  generally  found  in  the  urine  of  herbivora.    The  bulk  of  the 
nitrogen,  however,  appears  in  this  form  in  the  urine  of  birds 
and  reptiles. 

Uric  acid  has  the  composition  C5H4N4O3.  One  of  the  four 
hydrogen  atoms  is  easily  replaced  by  metals.  If  the  m-ie  acid 
be  dissolved  in  a  solution  of  sodium  carbonate,  the  com- 
bination CsHsNaNA  is  obtained.  This  combination  is  termed 
an  acid  urate.  On  dissolving  in  free  alkalies,  a  second 
hydrogen  atom  is  replaced  by  the  alkaline  metal.  This 
combination  is  called  a  neutral  urate.  It  is  not  known 
whether  it  occurs  in  the  animal  body. 

Uric  acid  and  all  its  "acid  salts"  are  with  difficulty 
♦  Voit,  Zeitschr.f.  Biolog.,  vol.  iv.  p.  115  :  1868. 
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soluble  in  water.  It  is  important,  from  a  physiological  and 
pathological  point  of  view,  to  be  accurately  acquainted  with 
the  various  degrees  of  solubility.  It  is  well  known  that  in 
disease,  uric  acid  and  urates  may  be  eliminated  from  the 
fluids  of  the  body,  and  become  stored  up  in  the  joints  and 
other  organs  and  tissues,  or  that  they  may  be  excreted  from 
the  lu'ine  in  the  tubules  and  pelvis  of  the  kidney  and  in  the 
bladder.  The  painful  symptoms  of  what  are  known  as  the 
uric  acid  diathesis  and  gout  are  due  to  this.  It  is,  therefore, 
highly  interesting  to  know  under  what  conditions  uric  acid  is 
soluble,  and  under  what  circumstances  it  is  precipitated. 

A  gramme  of  fi-ee  uric  acid  requkes  for  its  solution,  at  the 
temperature  of  the  room,  about  14  litres  of  water ;  at  boiling 
heat,  nearly  2  litres  ;  and  at  the  temperature  of  the  body,  from 
7  to  8  litres.*  The  acid  sodium  urate  dissolves  in  1100  parts 
of  cold  and  124  of  boiling  water.  Ammonia  salt  and  the  salts 
of  the  alkaline  earths  are  much  less  soluble. 

Sometimes  as  much  as  2  grms.  of  uric  acid  are  entirely 
dissolved  in  the  normal  urine,  the  volume  of  which  in  twenty- 
four  hours  ordinarily  amounts  to  from  1500  to  2000  e.cms.  It 
cannot  be  dissolved  as  a  free  acid,  for,  as  we  have  just  seen, 
2  grms.  of  free  uric  acid  require  15  litres  of  water  at  the  tem- 
perature of  the  body,  or  ten  times  more  than  actually  suffices 
for  its  solution.  We  must,  therefore,  assume  that  the  uric 
acid  is  dissolved  as  an  alkaline  salt.  But  this  is  opposed  to 
the  following  fact :  if  clear  acid  urine  be  allowed  to  cool  to 
the  temperature  of  the  room,  the  greater  part  of  the  uric 
acid  usually  separates  out  as  a  free  acid  in  large  and  beautiful 
crystals,  which  are  coloured  brown  by  the  colouring  matter 
brought  down  with  it.  The  weight  of  the  crystals  obtained 
from  the  normal  urine  of  twenty-four  hours  may  amount  to 
as  much  as  1  grm.    How  is  this  to  be  explained  ?    If  2  litres 

*  As  no  account,  so  far  as  I  know,  has  ever  been  given  of  the  solubility  of 
uric  acid  at  the  temperature  of  the  body,  I  have  made  two  determinations,  vary- 
ing between  35°  and  40°  C. :  1  grm.  of  uric  acid  required  7680  corns,  of  water  iu 
the  first  experiment,  in  the  second  7320  c.cms.,  for  solution. 
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of  uric  acid  solution,  saturated  at  the  temperature  of  the 
body,  be  allowed  to  cool,  only  about  1  decigrm.  of  uric  acid 
appears ;  how,  then,  can  it  reach  ten  times  that  amount  ? 

The  explanation  is  as  follows.    If,  at  the  temperature  of 
the  body,  a  saturated  solution  of  acid  urate  of  soda,  with  a 
neutral  reaction,  be  mixed  with  a  solution  of  acid  phosphate 
of  soda  (NaH2P04),  with  an  acid  reaction,  the  mixture  will 
prove  acid.    But  if  it  be  left  to  cool  at  the  temperature  of 
the  room,  the  reaction  becomes  alkaline,  and  free  uric  acid 
crystallizes  out.     The  mass-influence  of  the  uric  acid  is 
diminished  by  cooling,  because  fewer  of  its  molecules  are  dis- 
solved in  the  unit  of  space.    The  mass-influence  of  the  phos- 
phoric acid  becomes  relatively  stronger.    This  acid,  therefore, 
takes  possession  of  the  sodium  of  the  uric  acid,  and  passes 
into  the  alkaline  salt  NazHPOi.    If  the  solution  be  heated 
afresh,  the  uric  acid  crystals  redissolve,  and  the  solution  now 
yields  an  acid  reaction.    The  uric  acid  in  acid  urine,  which  is 
always  rich  in  phosphates  of  the  alkalies,  behaves  in  exactly 
the  same  way.    It  can  be  proved  that,  on  cooling  the  acid 
urine,  the  acidity  decreases  in  proportion  as  the  uric  acid 
crystallizes  out.    When  raised  to  the  temperature  of  the 
body,  the  crystals  redissolve.* 

The  phosphates  of  the  alkalies  thus  play  the  same  part  in 
the  solution  of  the  uric  acid  that  they  do  in  the  absorption  of 
the  carbonic  acid  in  the  blood  and  in  the  tissues  (pp.  287,  288). 

It  is  doubtful  whether  the  solution  and  elimination  of  the 
uric  acid  is  to  be  thus  explained  in  all  cases.  The  acidity  of 
the  urine  is  occasionally  found  to  be  increased  after  the 
elimination  of  uric  acid.t  It  is  possible  that  acids  split  off 
from  neutral  combinations  by  fermentation,  or  that  dibasic 
arise  from  monobasic  acids  by  decomposition.  This  process 
may  at  times  be  even  completed  within  the  urinary  passages, 

*  Vide  Voit  and  Hofmann,  "  Ueber  das  Zustandekommen  der  Harnsauresedi- 
mente,"  Sitzungsher.  d.  hayr.  Ahad.,  vol.  xi.  p.  279 : 1867.  I  have  confirmed  Voit 
and  Hofmann's  account  by  numerous  experiments. 

t  Bartels,  Deutsch.  Arch./,  hlin.  Med.,  vol.  i.  p.  24 :  1866. 
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the  consequence  being  that  uric  acid  is  precipitated.  We  are 
as  yet  far  from  having  obtained  a  satisfactory  explanation  of 
the  manner  in  which  the  solution  of  uric  acid  is  effected. 

If  the  urine  be  only  feebly  acid  or  alkaline,  as  it  is  fre- 
quently with  a  vegetable  or  mixed  diet,  no  free  uric  acid  will 
be  deposited  on  cooling ;  but  if  the  urine  be  concentrated,  acid 
urate  of  soda  will  be  precipitated.  This  appears  in  exceed- 
ingly fine  round  granules,  which,  like  the  free  uric  acid,  are 
brown  or  red-brown,  owing  to  the  colouring  matter  brought 
down  with  them ;  this  is  found  at  the  bottom  of  the  vessel, 
and  constitutes  what  is  known  as  lateritious  sediment. 

The  uric  acid  sediment  was  formerly  employed  as  a  guide 
in  diagnosing  disease,  but  was  very  misleading.  For  instance, 
it  was  incorrectly  assumed  that  an  increase  of  sediment 
meant  an  increase  of  uric  acid  secretion.  We  have  seen  that 
the  elimination  of  uric  acid  depends  not  only  on  its  absolute 
amount,  but  also  on  the  concentration  and  acidity  of  the 
urine.*  But  it  appears  to  depend  on  other  conditions  as  well. 
It  is  often  found  that  urines  which  deposit  crystalline  uric 
acid  are  neither  richer  in  uric  acid  nor  more  concentrated ; 
nor  do  they  contain  more  free  acid  than  others  which  remain 
clear  or  deposit  urates,  t 

It  is  conceivable  that  uric  acid  circulates  in  the  fluids  of 
the  body  as  a  readily  soluble  compound  with  an  organic 
substance,  which  appears  in  the  urine,  and  is  then  split  up 
by  a  fermentative  process.  If  this  happens  in  the  organs  or 
within  the  urinary  passages,  gouty  concretions  and  vesical 
calculi  are  formed.  At  any  rate,  no  increased  formation  of 
uric  acid  has  hitherto  been  found  in  gout  and  in  the  uric 
acid  diathesis.  There  is  even  less  uric  acid  eliminated  during 
an  attack  of  gout.J 

*  Compare  Botho  Sclicube,  Aroh.f.  Heilhunde,  vol.  xvi.  p.  185  :  1876. 
t  Bartels,  he.  cit.,  p.  28. 

X  Garrod,  "  The  Nature  and  Treatment  of  Gout : "  London,  1859.  An  account 
of  the  literature  on  gout  is  given  in  the  monograph  of  Ebstein,  "  Die  Natur  und 
Behandlung  der  Gicbt :  "  Wiesbaden,  1882. 
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Besides,  there  is  the  important  fact  that  a  large  amount 
of  hydrochloric  acid  is  necessary  in  order  to  separate  the 
uric  acid  from  the  urine  for  quantitative  analysis,  and  that 
even  then  it  separates  very  slowly  and  incompletely,  and 
sometimes  not  at  all,  in  spite  of  its  being  present  in  abun- 
dance.* This  fact  likewise  argues  that,  at  any  rate,  not  all 
the  uric  acid  is  simply  dissolved  in  the  urine  as  a  salt. 

The  chemical  constitution  of  uric  acid  has  not  yet  been 
satisfactorily  ascertained,  although  a  large  number  of  eminent 
chemists  have  sought  to  solve  the  question,!  and  although  the 
synthesis  of  uric  acid  has  been  successfully  accomplished. 

Among  the  numerous  analyses  of  uric  acid,  which  have 
been  made  with  the  greatest  care,  the  following  is  of  peculiar 
physiological  interest,  because  the  products  obtained  play  an 
important  part  in  the  animal  economy. 

Strecker  J  showed  that  uric  acid,  when  heated  with  concen- 
trated hydrochloric  acid  in  a  closed  tube  to  170°  C,  splits  up, 
with  hydration,  into  glycocoll,  carbonic  acid,  and  ammonia : 

CsH,N,03  +  5H,0  =  CH,(NH2)C00H  +  SCO,  +  3NH3. 
Strecker  thought  that  uric  acid  would,  while  taking  up  only 
two  molecules  of  water,  break  up  first  into  glycocoU  and  three 
molecules  of  cyanic  acid : 

CaH^NA  +  2H,0  =  CH,(NH,)COOH  +  3C0NH. 
It  is  well  known  that  cyanic  acid,  on  coming  in  contact  with 

•  Salkowski,  PflUger's  Arch.,  vol.  v.  p.  210:  1872;  Maly,  ibid.,  vol.  vL  p. 

'°'t  W?hler,  Poggendorff-s  Annal,  vol.  xv.  p.  119  :  '^J;''^!^^-::, 
n  569-  1829;  and  inn.  d.  Chem.  u.  Pharm.,  vol.  v.  p.  288:  1833  Wohler  and 
EiS  ^I  d.  Cnem.  u.  PUarm.,  vol.  x.vi  p.  241  :  1838;  AdoK  Baeye^;]^^^^^ 
vol  cxxvii.  pp.  1,  199:  1863;  Strecker,  ibid.,  vol.  cxlvi.  p.  142  1868  ,  and  vol. 
Z  r  177-  1870-  Kolbe,  Ber.  d.  deutsoh.  Chem.  Ges.,  vol.  m.  p.  183:  1870. 

tL%Z\Z:^ »;  iu  — ».  or «^^»s,j«„r/rlt 

cto.  a...,  7'-  i;„Ti.  p.  963,  1882;  o,  McMe/Ce/.  Ckr^. 

frSfT'tc  ?8"82i  p.         1885;  »d  E„il  ITi.he,.  B.r.,. 

deulich.  chem.  Gn,  TOl».  i-.  PP- 

J  Strecker,  Liebig".  Artml.,  vol.  oiln.  p.  142 :  1868. 
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water,  is  at  once  converted  into  carbonic  acid  and  ammonia. 
I  may  remind  my  readers  that  the  watery  solution  of  cyanate 
of  potash  effervesces  with  acids  like  a  carbonate. 

Strecker  therefore  regarded  uric  acid  as  a  compound 
analogous  to  hippuric  acid.  As  hippuric  acid  is  a  glycocoll 
conjugated  with  benzoic  acid,  so  uric  acid  is  a  glycocoll 
conjugated  with  cyanic  acid. 

The  synthesis  of  uric  acid,  which  Horbaczewski  *  suc- 
cessfully accomplished  in  E.  Ludwig's  laboratory  in  Vienna, 
exactly  corresponds  to  the  decomposition  observed  by  Strecker. 
Horbaczewski  obtained  uric  acid  by  melting  glycocoll  and  urea 
together  at  from  200  to  230°  C.  It  is  well  known  that,  on 
heating  urea,  ammonia  volatilizes  and  cyanic  acid  is  formed : 

C  =  0  -NH3=C0NH. 

Thus  if  urea  be  melted  with  glycocoll,  nascent  cyanic  acid  is 
allowed  to  act  on  the  glycocoll ;  one  decomposition-product  of 
the  uric  acid  in  a  nascent  state  acts  upon  the  other.  This 
might,  a  priori,  be  expected  to  develop  uric  acid. 

The  following  physiological  fact  observed  by  Wohler 
appears  to  harmonize  with  these  results  of  decomposition  and 
synthesis.  Wohler  j  found  uric  acid,  but  no  hippuric  acid,  in 
the  urine  of  sucking  calves,  so  long  as  they  consumed  nothing 
but  milk.  But  as  soon  as  they  passed  on  to  vegetable  food, 
the  uric  acid  disappeared,  and  hippuric  acid  was  substituted. 

It  thus  appears  that  the  benzoic  acid  arising  from  vege- 
table diet  seizes  upon  the  glycocoU  and  prevents  the  synthesis 
of  uric  acid. 

If  this  mterpretation  be  correct,  we  should  expect,  by  the 
addition  of  aromatic  compounds,  to  be  able  to  prevent  the 
formation  of  uric  acid  in  human  beings  as  well.    This  might 

*  Horbaczewski,  Sitzungsher.  d.  Wien.  Mad.,  vol.  Ixxxvi.  p.  963:  1882;  or 
Monatsneftef.  Chem.,  vol.  iii.  p.  796  :  1882  ;  and  vol.  vi.  p.  356  :  1885. 

t  Wohler,  Nachr.  d.  k.  Ges.  d.  Wissensch.  zu  Gsttingen.  vol.  v.  pp.  61-64 : 1849. 
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even  be  of  therapeutic  advantage  in  the  treatment  of  gout. 
It  is  useless  merely  to  give  benzoate  of  sodium,  as  I  have 
proved  by  many  experiments.  But  here  again  it  should  not 
be  forgotten  that  it  is  not  in  our  power  to  make  the  benzoic 
acid  reach  the  proper  point  at  the  proper  moment  when  the 
glycocoll,  before  its  union  with  the  cyanic  acid,  could  reach 
it.  As  already  mentioned,  the  benzoic  acid  in  vegetable  food 
is  not  generally  contained  as  such,  but  is  formed  in  the  body 
by  the  decomposition  and  oxidation  of  more  complex  com- 
binations. It  is  quite  possible  that  these  latter  are  taken  up 
by  the  cells  in  which  the  glycocoll  occurs,  while  the  benzoic 
acid  already  formed  is  rejected.  At  any  rate,  it  must  be 
remembered  that  to  prevent  the  formation  of  uric  acid  in 
gout  would  only  affect  the  symptoms.  It  is  impossible  to 
treat  the  essential  cause  of  the  disease,  because  it  is  quite 

Tonknown  to  us. 

With  a  view  to  obtaining  further  insight  into  the  compo- 
sition of  uric  acid,  the  products  of  its  simultaneous  decom- 
position and  oxidation  have  been  investigated— products 
obtained  by  the  action  of  oxidizing  agents.  These  products 
are  likewise  of  great  interest,  because  among  them  combina- 
tions occur  which  are  also  met  with  in  the  metaboHsm  of  the 
animal  body. 

A  solution  of  permanganate  of  potash  causes  uric  acid 
to  break  up,  even  in  the  cold,  into  allantoin  and  carbonic 
acid  :  *  C^H^N  A  +  0  +  H,0  =  C^N^O^  +  CO,. 

AUantoin  was  discovered  by  Vauquelin  t  in  the  allantoic 
fluid  of  the  cow,  was  subsequently  found  by  Wohler  $  in  calves' 
urine  as  weU,  and  was  further  investigated  both  by  him  and 
by  Liebig.§   Later  this  compound  was  also  detected  in  the 

*  Glaus,  Ber.  d.  deutsch.  cUm.  Ges.  d.  Wissensch.  zu  Gottingen,  vol.  v.  pp.  61- 

tCiva  et  Vauquelin.  ^nn.  de  cMrn.,  t.  ..xlii.  p.  269,  ann  viii^ :  1799. 
Vi.de  also  Lassaigne,  Ann.  de  cldm.  etde  vhys.,  t.  xvn  p.  301 :  182L 
I  Wohler,  Nachr.  d.  If.  Ges.  d.  Wzssenschzu  GotUngen,  p.  61  = 
§  Wobler  and  Liebig,  Ann.  d.  Chem.  «.  Pharm.,  vol  xxvi.  p.  244 :  1838. 
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allantoic  fluid  and  in  the  urine  of  new-born  children,  and 

occasionally  in  dogs'  urine.* 

The  fui-ther  action  of  oxidizing  agents  upon  allantoin  f 
produces  urea  and  oxalic  acid,  and  the  latter  ultimately, 
under  the  same  influence,  yields  carbonic  acid. 

If  nitric  acid  be  employed  for  the  purpose  of  splitting  up 
and  oxidizing  uric  acid,  urea  and  carbonic  acid  are  again 
obtained  as  end-products.  Combinations  occur  as  inter- 
mediary products  which,  although  they  do  not  appear  in  the 
animal  body,  are  of  interest,  in  so  far  as  they  help  to  throw 
some  light  upon  the  constitution  of  uric  acid.  Alloxan  and 
urea  are  the  next  compounds  formed  by  the  nitric  acid  in  the 
presence  of  cold : 

H 


C^H^N^Og-f  O  +  H^O^C^O    C  =  0  +  0-^0^' 
Uric  acid.  |  /  \NHo 

C  =  0N/  Urea. 
I 

H 

Alloxan. 

Alloxan,  when  heated  with  nitric  acid,  passes  into  para- 
banic  and  carbonic  acids  : 

H 

 I  H 

C  =  ON  I 


C  =  0  C  =  0  +  0==CO,+  I         ^0  =  0 

C  =  ON/ 


C  =  ON 


I  H 
Albxan  Parabanic  acid,  or  Oxalylurea. 

p./oO^-S°"''''''"-'-'^"^^°'^-  ^'^-^  <?-.vol.ix.p.719..  1876;  and  vol. xi. 
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The  parabanic  acid,  with  hydration,  passes  into  oxaluric 
acid : 

H 

Q-^N^  CONHCONH2 

C  =  0  +  H20=  1 
C  =  ON/  COOH 
■        i  Oxaluric  acid. 

H 

Parabanic  acid. 
The  latter,  by  taking  up  a  second  molecule  of  water,  breaks 
up  into  oxalic  acid  and  urea : 

CONHCONH2  9OOH  /NH2 

1  +H20=  I  +C0 

ioOH  COOH  \NH2 

Oxaluric  acid.  Oxalic  acid.  Urea. 

Oxaluric  acid  occurs  in  the  human  ui-ine  *  in  minute 

quantities.  . 

The  foUowing  formula,  which  was  composed  by  Medicus,T 
and  confirmed  by  Emil  Fischer  +  from  extensive  observations, 
agrees  with  all  the  decompositions  of  uric  acid  we  have 
described : — 

H  C^ON-H 

\Jc  0=0 
H/ 

Another  synthesis  of  uric  acid,§  lately  discovered  by 
Horbaczewski,  agrees  well  with  this  structural  formula  He 
found  it  could  be  synthesized  by  fusing  together  tnchlorlactic 

'"Tave  seen  that  uric  acid  is  transmuted  into  urea  and 

*  Ed  Schunclc,  Proceea.  of  tUe  Boy.  Soc.  vol.  xvi.  p.  140 :  1868 ;  0.  Neubauer, 
ZeitBchr.  f.  anal.  Ghem.,  vol.  vii.  p.  225 :  1868. 

t  Medicus,  Ann.  d.  Chem.  u.  Fharm.,  vol  cl.xv.  p.  230 .1875 
t  Fischer  Ber  d.  deuhch.  chem.  Ges.,  vol.  xvn  pp.  328, 177b  • 
§  J  Hoiczewski,  MonatsUeftefur  Ghemie.  vol.  viu.  pp.  201.  584.  1887. 
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carbonic  acid  by  oxidizing  agents  outside  the  organism,  we 
should  expect  to  find  the  same  process  going  on  within  the 
organism,  and  that  uric  acid  is  one  of  the  antecedents  of 
urea.    If  uric  acid  be  introduced  into  the  organism  of  a  dog, 
it  certainly  becomes  almost  entirely  changed  into  urea.*  But 
it  by  no  means  follows  that  part  of  the  urea  normally  formed 
arises  from  uric  acid.    This  idea  is  frequently  met  with,  and 
especially  in  pathological  literature.    It  was  thought  that, 
in  disturbances  of  external  and  internal  respiration  (such  as 
affections  of  the  lungs,  anaemia,  etc.),  an  increase  takes  place 
in  the  elimination  of  uric  acid,  as  a  product  of  incomplete 
combustion.    This  supposition  has  not,  however,  been  con- 
firmed.    Senator  t  could  not  decide  that  the  uric  acid  was 
increased  in  dogs,  cats,  and  rabbits  when  respiratory  disturb- 
ances were  artificially  induced;  nor  could  Naunyn  and  Eiess  t 
do  so  after  venesections.    Moreover,  the  numerous  accounts 
given  of  the  increased  ehmination  of  uric  acid  in  human 
beings  in  consequence  of  respiratory  disturbances,  do  not 
rest  on  exact  observation.    In  the  first  place,  investigators 
fell  into  the  error,  already  alluded  to,  of  inferring  an  increase 
of  uric  acid  from  an  increase  of  sediment ;  and,  in  the  second 
place,  they  did  not  sufSciently  take  into  consideration  how 
much  the  formation  of  uric  acid  depends  upon  diet.  It  should 
be  especially  noted  that  a  fasting,  and  particularly  a  febrile 
person— in  whom  it  is  well  known  that  the  proteid-decompo- 
sition  is  increased— behaves  exactly  like  a  person  who  lives 
on  meat.    The  results  of  aU  calculations  bearing  upon  the 
elimination  of  uric  acid  in  respiratory  disturbances,  and  con- 
cerning the  relation  of  uric  acid  to  urea  in  these  affections,  vary 
within  the  same  limits  as  they  do  in  the  case  of  healthy  people. 
Increased  elimination  of  uric  acid  has  hitherto  only  been 

„./^fifi^'^T>^''^'"''t"1^'^•  ^'~.Suppl..yol.  ii.  p.  326:  1862 

and  ]  863.    The  views  ot  earlier  authors  on  the  conversion  of  uric  acid  into  urea 
■will  be  found  here. 

t  Senator,  Vircbow's  Arch.,  vol.  xlii.  p.  35  ;  1868. 

X  B.  Naunyn  and  L.  Eioss,  Du  Bois's  ArcL,  p.  381 ;  1869. 
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proved  in  the  case  of  one  disease,  leuchsemia.  Bartels* 
recounts  that  he  found  4-2  grms.  of  uric  acid  in  the  urine 
of  a  leuchgemic  patient  during  twenty-four  hours,  of  which 
1-8  grm.  had  crystalHzed  out.    0.  Schultzent  even  found, 
in  the  urine  of  a  case  of  leuchsemia  during  twenty-four  hours, 
a  sediment  consisting  of  4-5  grms.  of  free  uric  acid  and 
1-45  grm.  of  urate  of  ammonia.    Such  large  amounts  have 
never  been  observed  in  healthy  people.    In  the  cases  of 
leuchffimia  where  the  amount  of  uric  acid  does  not  exceed 
that  of  healthy  people,  the  proportion  of  uric  acid  to  urea 
is  increased,  frequently  in  the  proportion  of  only  12  grms. 
of  the  latter  to  1  grm.  of  uric  acid.J    Fleischer  and  Penzoldt  § 
have  lately  made  a  careful  investigation  on  this  subject. 
They  dieted  a  leuch^mic  patient  and  a  person  in  good  health 
in  precisely  the  same  way ;  they  both  excreted  the  same 
amount  of  urea,  but  the  leuchaemic  patient  elimmated  daily 
an  average  of  1-29  grm.  of  uric  acid,  while  that  ehmmated  by 
the  healthy  person  amounted  to  0-66  grm.,  or  half  as  much 

This  occurrence  cannot,  for  the  reasons  abeady  given,  be 
referred  to  a  diminution  of  oxygen  in  consequence  of  the 
decrease  in  red  blood-corpuscles.    It  was,  therefore,  thought 
that  the  cause  was  to  be  sought  in  the  enlargement  of  the 
spleen  and  in  the  increase  of  leucocytes.    Uric  acid  is  con- 
stantly found  in  the  spleen,  which  has  given  rise  to  the  idea 
that  it  is  chiefly  formed  here.    Enlargement  of  the  spleen 
however,  occurs  in  other  diseases,  in  intermittent  fever  and 
in  typhus,  without  any  increase  of  uric  acid  that  could  be 
detected.ll    Nor  could  StadthagenlT  confirm  the  view  that 

*  Bartels,  DeutscJi.  Arch.f.  kUn.  Med.,  vol  i.  p.  23=  1866 

H-Ltr^P  — 
T^S;.  »d't::;oi&;.: ....  /.  m.. «...  -i,    .  ^  ■. 
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uric  acid  occurred  in  the  spleen ;  he  could  not  detect  even  a 
trace  of  it  in  the  liver  and  spleen  of  either  a  leuchsBmic 
patient  or  a  healthy  person.  It  is  possible  that  uric  acid 
may  be  a  product  of  the  metabolism  of  leucocytes,  independent 
organisms  which  travel  through  our  tissues,  after  the  manner 
of  "  symbionta,"  Uric  acid  has  been  observed  to  be  the  end- 
product  of  tissue-change  in  all  kinds  of  the  lower  animals. 
In  this  connection  it  is  noteworthy  that  quinine,  which 
diminishes  the  amoeboid  movements  of  leucocytes,  also  lessens 
the  elimination  of  uric  acid.* 

The  theory  that  uric  acid  is  the  result  of  imperfect  respi- 
ration is  negatived  by  the  simple  fact  that  in  birds,  which  of 
all  animals  have  the  most  active  respiration,  the  bulk  of  the 
nitrogen  leaves  the  body  as  uric  acid.  The  nitrogen  may  be 
introduced  into  the  organism  of  the  bird  in  whatever  form 
you  hke— as  an  amido-acid:  leucin,  glycocoU,  or  aspartic 
acid ;  f  as  urea ;  I  as  carbonate  or  formate  of  ammonia ;  § 
as  hypoxanthin  U— it  invariably  appears  in  the  urine  as  uric 
acid. 

We  cannot  even  guess  in  what  way  these  nitrogenous 
compounds  take  part  in  the  synthesis  of  uric  acid.  For 
instance,  carbonate  of  ammonia  alone  cannot  furnish  material 
for  the  formation  of  uric  acid ;  a  further  compound,  rich  in 
carbon,  and  containing  little  or  no  nitrogen,  is  required.  Either 
glycocoU  or  lactic  acid  would  satisfy  these  requirements,  but 
nothmg  definite  is  known  on  this  point. 

It  now  only  remains  for  us  to  consider  where  the  uric  acid 
is  formed.  This  is  important  from  a  physiological  as  well  as 
from  a  pathological  point  of  view.     The  most  complete 

Prio*r'f  Thti"-**  ^f^^^.^^^^'^^t  l^een  amply  confirmed,  most  recently  by 
Prio  8  thorough  investigation,  PMger's.4rc;i.,  vol.  xxxiv.  p.  237;  1884.  The 
whole  literature  will  be  found  here. 

t  Von  Knieriem,  Zeitschr.f.  Biolog.,  vol.  xiii.  p.  36:  1877 

V  r'^'i*^  ^f"'  vol.  X.  p.  1930:  1877.  Vide 

also  Cech,  ibid.,  vol.  X.  p.  1461 :  1877.  •  -^o"'  fiae 

§  Von  Schroder,  Zeitschr.f.  pUysiol.  Ghem.,  vol.  ii.  p.  228  :  1878. 

II  W.  von  Mach,  Arch.  /.  exper.  Path.  u.  Pharm.,  vol  xxiv.  p.  m-.  1888.  , 
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investigations  upon  this  subject  of  recent  times  have  been 
made  by  Schroder  *  and  Minkowski.f 

Schroder  succeeded,  in  Ludwig's  laboratory,  in  overcoming 
the  immense  difficulties  encountered  in  the  extirpation  of  the 
kidneys  of  birds.    Hens  lived  from  five  to  ten  hours  after 
their  kidneys  had  been  either  extirpated  or  detached  from  the 
circulation  by  liga,turing  the  aorta  and  vena  cava  above  the 
kidney.    In  this  time  uric  acid  had  accumulated  in  the  organs. 
A  considerable  amount  of  uric  acid  was  obtained  from  the  heart 
and  the  lungs  together  with  the  blood  in  them,  but  none  from 
the  normal  organs,  by  the  method  adopted  by  Schroder. 
Hence  it  follows  that  the  uric  acid  is  not  produced,  or  at  any 
rate  not  exclusively  formed,  in  the  kidneys  of  fowls.  Experi- 
ments in  which  snakes'  Hdneys  were  extirpated  gave  the  same 
results,  only  that  here  the  amount  of  uric  acid  that  accumulated 
was  larger,  because  snakes  survive  the  operation  for  a  much 
longer  time.    They  lived  from  five  to  nine  days  afterwards, 
and  after  death  a  large  quantity  of  uric  acid  was  found  in  aU 
their  organs,  but  most  abundantly  in  the  spleen.    A  consider- 
able amount  of  uric  acid  was  obtained  from  the  blood.  Hence 
also  in  snakes  uric  acid  is  not  primarily  formed  m  the 

kidneys.  , 

The  locality  of  the  formation  of  uric  acid  m  mammals  has 
not  been  experimentally  investigated.  At  the  same  time,  the 
existence  of  small  amounts  of  uric  acid  in  the  Hver,  lungs, 
and  other  organs,  has  been  ascertained,  t  The  occurrence  m 
gout  of  large  quantities  of  uric  acid  in  the  joints,  tendons,  and 
hgaments,  under  the  skin,  and  in  other  organs,  without  any 
previous  disturbance  in  the  functions  of  the  Hdney  seems  to 
show  that  uric  acid  is  not  primarily  formed  in  the  kidneys  m 

opposite  view  of  Stadthagen,  see  the  earlier  reference. 
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the  case  of  mammals  any  more  than  it  is  in  the  case  of  birds 
and  reptiles. 

Minkowski  *  endeavoured  to  ascertain  whether  this  process 
went  on  in  the  liver.  As  above  mentioned,  this  question 
cannot  be  decided  in  mammals,  on  account  of  the  stagnation 
which  occurs  in  the  blood  of  the  portal  system  after  the  extir- 
pation of  the  liver.  The  bold  attempt  to  avoid  this  stagnation 
by  providing  an  artificial  communication  of  the  portal  with 
the  left  hepatic  vein,  or  directly  with  the  vena  cava  inferior, 
has  not  been  attended  with  any  success,  t  Fortunately,  such 
a  communication  has  a  natural  existence  in  birds.  Birds 
have  a  vascular  system  in  the  kidneys  similar  to  the  portal 
circulation  in  the  liver.  There  is  a  vena  advehens  in  the 
kidney  which  brings  to  that  organ  the  blood  of  the  caudal 
vein,  the  iliac  vein,  and  the  veins  leading  from  the  pelvic 
organs.  This  vena  advehens  communicates  with  the  portal 
veiu  by  means  of  Jacobson's  vein.  After  tying  the  portal 
veia,  therefore,  the  blood  from  the  intestine  can  pass  through 
the  kidneys  to  the  vena  cava  inferior,  and  no  stagnation 
occurs,  t  Minkowski,  therefore,  tried,  by  experiments  on 
birds,  to  find  out  what  influence  the  removal  of  the  liver  has 
upon  the  composition  of  urine.  He  made  his  experiments  on 
geese,  because  these  large  birds  yield  a  sufficient  amount  of 
urine  for  the  pui'poses  of  analysis,  and  because  they  secrete 
urine  in  abundance  after  removal  of  the  liver.  He  operated 
upon  as  many  as  sixty  geese,  and  in  most  cases,  not  only 
tied  the  hepatic  vessels,  but  also  completely  extirpated  the 
liver,  except  a  very  small  remnant  which  he  was  obliged  to 
leave  in  the  immediate  neighbourhood  of  the  vena  cava,  as  in 
birds  this  latter  passes  through  the  liver.  This  remnant  was 
destroyed  by  crushing.    The  animals  thus  operated  upon 

*  Minkowski,  loc.  Bit. 

t  Stolnikow,  Plluger'8  Arch.,  vol.  xxviii.  p.  266  :  1882 ;  Stern,  Arch.  f.  exper. 
Path.  u.  Fharm.,  vol.  xix.  p.  45:  1885;  W.  von  Schioder,  ibid.,  vol.  xix.  p.  313: 
1885.  ^ 

X  stem,  loc.  cit. 
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mostly  lived  for  more  than  six  hours,  and  a  few  of  them  for 
twenty  hours.  The  large  intestine  was  tied  ahove  the  cloaca, 
in  order  to  obtain  the  urine  in  a  pure  condition. 

The  result  obtained  was,  that  the  total  nitrogen  eliminated 
after  the  extirpation  of  the  liver  was  not  greatly  diminished ; 
it  amounted  to  about  from  one-half  to  two-thirds  of  the 
quantity  normally  excreted  by  geese  in  the  same  time.  On 
the  other  hand,  the  proportion  of  uric  acid  to  the  total  nitrogen 
in  the  urine  was  very  different.  In  healthy  geese,  the  nitrogen 
eliminated  as  uric  acid  amounts  to  from  60  to  70  per  cent,  of 
the  total  nitrogen ;  in  geese  after  removal  of  the  liver,  only  to 
from  3  to  6  per  cent. 

•  The  relative  amount  of  another  nitrogenous  constituent  of 
the  urine,  ammonia,  is  altered  in  the  reverse  direction  after 
extirpation  of  the  liver.  The  ammonia  in  the  urine  of  normal 
geese  amounts  to  from  9  to  18  per  cent,  of  the  total  nitrogen ; 
that  in  the  urine  of  geese  after  extirpation  of  the  liver,  fi'om 

50  to  60  per  cent. 

From  this  Minkowski  concludes  that  ammonia  is  a  normal 
antecedent  of  uric  acid,  and  that  the  synthetic  conversion  of 
ammonia  into  uric  acid  in  the  organism  of  birds  can  only 
take  place  if  the  liver  is  free  to  perform  its  functions. 
Minkowski  does  not  say  that  the  liver  is  the  locality  of  uric 
acid  formation.  It  is  possible  that  the  functions  of  the  liver 
are  only  indirectly  called  into  play  in  the  formation  of  uric 
acid  in  other  organs. 

The  following  very  important  fact  observed  by  Minkowski 
may  be  interpreted  in  this  sense.  A  very  large  quantity  of 
lactic  acid  was  found  in  the  urine  of  geese  after  removal  of 
the  liver.  Minkowski  could  not  detect  any  lactic  acid  in  the 
normal  urine  of  geese,  whereas  after  the  operation  there  was  so 
large  a  quantity  as  to  be  equivalent  to  the  amount  of  ammoma 
excreted,  and  sufacient  to  make  the  urine  strongly  acid. 

The  extirpation  of  the  liver  is  therefore,  in  some  way  as 
yet  inexplicable,  followed  by  the  appearance  of  large  quanti- 
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ties  of  lactic  acid,  and  the  formation  of  uric  acid  being 
inhibited  in  any  organ  is  perhaps  only  indirectly  the  con- 
sequence of  the  occurrence  of  the  acid.  We  have  already 
seen  that  acids  check  the  formation  of  urea,  and  increase  the 
elimination  of  ammonia  in  the  organism  of  mammals.  Why 
may  not  acids  have  the  same  inhibitory  effect  upon  the 
formation  of  uric  acid  in  the  organism  of  birds  ?  In  fact, 
by  administering  sodium  carbonate,  Minkowski  succeeded  in 
reducmg  the  elimination  of  ammonia  in  a  normal  goose  from 
11  to  3  per  cent,  of  the  total  nitrogen. 

I  will  only  add  that  in  diseases  of  the  liver,  and  especially 
in  acute  atrophy  of  the  liver,  and  in  cases  of  phosphorus 
poisoning,  large  quantities  of  lactic  acid  have  been  observed 
in  the  urine.*  May  not  the  increased  elimination  of  ammonia 
in  cirrhosis  of  the  liver  (p.  327)  be  likewise  referred  to  this 
fact  ?  So  far  as  my  knowledge  extends,  no  notice  has  ever 
been  taken  of  the  acidity  of,  and  the  lactic  acid  present  in, 
the  urine  of  persons  suffering  from  cirrhosis  of  the  liver. 

I  will  also  take  this  opportunity  of  mentioning  that  the 
occurrence  of  an  organic  acid  (oxybutyric  acid)  and,  simul- 
taneously, an  increased  elimination  of  ammonia  has  also  been 
observed  in  cases  of  diabetes  mellitus.t 

It  may  even'  be  doubted  whether  ammonia  is  the  normal 
antecedent  of  urea  and  of  uric  acid.  It  is  possible  that  the 
nitrogen,  which  under  normal  circumstances  splits  off  from 
the  proteid  molecule  as  a  neutral  combination,  separates  as 
ammonia  under  the  influence  of  the  abnormal  acids. 

The  facts  observed  by  Minkowski  may,  therefore,  be  inter- 
preted in  many  different  ways.  Minkowski  himself  inclines 
to  the  idea  that  the  bulk  of  the  uric  acid  in  the  liver  is 
normally  formed  by  synthesis  from  ammonia  and  a  non- 

*  Schultzen  and  Riess,  Ann.  des  Charitg-Kranhenhauses,  vol.  xv. :  1869, 

t  Hallervorden,  Arch.  f.  exper.  Path.  u.  Pharm.,  vol.  xii.  p.  268 :   1880  ; 

Stadelmann,  ibid.,  vol.  xvii.  p.  419:  1883;  Minkowski,  ibid.,  vol.  xviu.  pp.  35. 

147 :  1884 ;  Kulz,  Zeitschr.  f.  Biolog.,  vol.  xx.  p.  165 :  1884  ;  H.  Wolpe,  Arch.  f. 

ezper.  Path.  u.  Pharm.,  vol.  xxi,  p.  138:  1886. 
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nitrogenous  substance,  and  imagines  this  latter  to  be  lactic 
acid.*  Minkowski  grounds  this  view  on  the  probability  of 
ammonia  and  lactic  acid  both  having  a  common  source  in 
proteid.  As  already  stated,  he  always  found  the  lactic  acid  in 
quantities  equivalent  to  the  ammonia.  It  increased  in  quantity 
with  the  amount  of  proteid  in  the  food,  and  was  independent 
of  the  addition  of  carbohydrates ;  it  increased  also  under 
the  same  conditions  under  which  an  increase  of  uric  acid 
normally  takes  place. 

Of  the  numerous  facts  ascertained  by  Minkowski,  I  would 
emphasize  the  following  : — 

Besides  the  uric  acid  and  the  ammonia,  which  form  the 
bulk  of  the  nitrogenous  compounds  in  the  normal  urine  of 
birds,  there  is  always  a  small  amount  of  urea.  The  nitrogen 
eliminated  in  this  form  amounts  to  from  about  2  to  4  per 
cent,  of  the  total  nitrogen.  The  proportion  of  urea  to 
the  total  nitrogen  remained  unaltered  after  extirpation  of 
the  liver.  The  urea  in  the  urine  of  birds  is,  therefore,  not 
formed  in  the  liver.  But,  of  course,  this  does  not  justify  any 
conclusion  with  regard  to  the  locahty  of  the  formation  of  urea 
in  mammals. 

If  urea  be  artificially  introduced  into  the  organism  of 
normal  birds,  ,the  nitrogen  of  the  urea,  according  to  the 

*  The  lactic  acid  found  by  Minkowski  in  the  mine  of  geese  whose  livers  had 
been  removed  was  the  optically  active  sarco-lactic  acid.    There  are  known  to 
be  three  isomeric  lactic  acids:  ethylene  lactic  acid  [CH,(OH)CH,COOH],  or 
hvdracrylic  acid,  which  has  not  been  detected  in  the  animal  body,  and  the  two 
ethylidene  lactic  acids  [0H3CH(OH)COOH].    Of  the  two  last,  the  lactic  acid  of 
fermentation,  which  is  formed  by  the  ferm  ntation  of  sugar  of  milk  in  milk  and 
by  the  fermentation  of  the  carbohydrates  in  the  intestine,  is  optically  inactive; 
the  other,  the  sarcolactic  acid,  is  optically  active,  as  it  rotates  the  plane  of 
polarization  to  the  right.    The  latter  is  obtained  from  muscles  (compare  Lecture 
XIX)   and  is  met  with  frequently  in  pathological  products:  in  urine,  m 
phosphorus  poisoning  and  atrophy  of  the  liver,  in  osteomalacia  in  ^l^^  f^^*^^  "J 
puerperal  fever,  and  in  various  pathological  exudations.   We  owe  themo  t 
minute  inquiries  into  isomeric  lactic  acids  to  J  Wislicen-  (l^m       CAm.  r. 
PUarm.,  vol.  clxvi.  p.  3:  1873;  and  vol  clxvii.  pp.  302,  346 :  18  3)  -ind  ^ 
•  E.  Erlenmeyer  (ibid.,  vol.  clviii.  p.  262:  1871 ;  and  vol.  cxci.  p.  261 .  1878).  A 
summary  of  the  literature  on  isomeric  lactic  acids  is  given  iu  these  worka. 
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experiments  of  Meyer  and  Jaffe,  already  quoted,  reappears 
as  uric  acid  in  the  urine.  Minkowski  injected  solutions  of 
urea  either  subeutaneously  or  into  the  stomach  of  his  geese, 
after  removal  of  the  liver ;  the  urea  reappeared  in  the  urine 
unaltered.  This  fact  also  seems  to  warrant  the  conclusion 
that  uric  acid  is  formed  by  synthesis  in  the  liver,  but  it  is 
capable  of  being  otherwise  interpreted.  I  may  express  the  hope 
that  the  artificial  transmission  of  blood  through  the  excised 
liver  of  birds  may  soon  give  a  satisfactory  reply  to  this 
question. 

The  facts  obtained  both  by  Meissner  *  and  by  Schroder  t 
agree  in  showing  that  the  amount  of  normal  uric  acid  is 
always  larger  in  the  Uver  than  in  the  blood  of  birds ;  and  they 
are,  moreover,  in  harmony  with  the  theory  that  uric  acid,  or 
at  any  rate  a  portion  of  it,  is  formed  in  the  liver  of  birds. 

In  all  the  tissues  of  our  body,  and  especially  in  the 
nuclei  of  the  cells,  there  are  small  quantities  of  two  bases 
rich  in  nitrogen,  the  empirical  formulae  of  which  would  lead 
to  the  conclusion  that  they  are  closely  related  genetically  to 
uric  acid.  I  mean  xanthin  and  htpoxanthin,  or  sarcin.f 
They  only  differ  from  uric  acid  by  their  smaller  amount  of 
oxygen : 

Uric  acid   C5H4N4O3 

Xanthin        . .        . .        . .        . .  C5H4N4O2 

Hypoxanthin   C5H4N4O 

As  yet,  however,  no  one  has  succeeded  in  transmuting  the 
three  compounds  into  one  another. §    The  facts  that  xanthin 

*  Meissner,  Zeitschr.  f.  rat.  Med.,  vol.  xxxi.  p.  144 :  1868. 

t  W.  von.  Schroder,  "  Beitrage  zur  Physiol.,  Carl  Ludwig  zu  seinetn  70 
Geburtstage  gewidmet  von  seinen  Schiilern,"  p.  98,  Leipzig :  1887. 

X  Kossel,  Zeitschr.  f.  physiol.  Chem.,  vol.  vi.  p.  422:  1882;  vol.  vii.  p.  7: 
1882. 

§  Emil  Fischer  (Ber.  d.  deutsch.  chem.  Ges.,  vol.  xvii.  pp.  328,  329 :  1884)  ' 
was  unable  to  confirm  Strecker's  account  that  uric  acid  could  be  reduced  to 
xanthin  and  hypoxanthin  by  nascent  hydrogen,  and  that  hypoxanthin  could  be 
oxidized  into  xantliin  by  nitric  acid.    Vide  also  Kossel,  Zeitschr.  f.  physiol. 
Chem.,  vol.  vi.  p.  428:  1882. 
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on  oxidation  yields  alloxan,  and,  when  acted  on  by  fuming 
hydrochloric  acid,  glycocoU,  seem  to  point  to  its  having  a 
constitution  somewhat  analogous  to  that  of  uric  acid.* 

But  there  is,  in  close  affinity  to  xanthin,  a  third  com- 
. pound,  auANiNf  (CsHgNgO),  which  frequently  occurs  in  the 
tissues  together  with  xanthin  and  hypoxanthin,  and,  like 
these,  is  a  decomposition-product  of  the  nuclein  of  the  cell- 
nuclei.  This  is  converted  into  xanthin  by  the  action  of 
nitrous  acid. 

More  recently  still  Kossel  t  has  discovered  a  fomrth  base 
rich  in  nitrogen  as  a  constituent  of  the  nuclei ;  this  he  terms 
ADENiN.  It  has  the  composition  C5H5N5  and  is  therefore 
a  polymer  of  hydrocyanic  acid,  and  is  related  to  hypoxanthin 
in  the  same  way  as  guanin  is  to  xanthin.  It  is  converted 
into  hypoxanthin  by  nitrous  acid. 

Only  a  very  small  quantity  of  xanthin  is  invariably 
present  in  human  urine ;  §  in  rare  cases  it  may  form  vesical 
calculi. 

Xanthin,  hypoxanthin,  guanin,  and  adenin,  which  are 
usually  designated  by  the  generic  name  of  xanthin-bodies, 
undoubtedly  belong  to  the  antecedents  of  urea  or  of  uric  acid.  H 
They  occur  in  too  large  a  quantity  in  the  tissues,  and  in  too 
small  a  one  in  the  urine,  for  it  to  be  possible  that  they  are 
eliminated  unchanged.  Guanin  is,  like  creatin,  a  substi- 
tuted guanidin.  All  the  reasons  which  were  adduced  in 
favour  of  the  conversion  of  creatin  into  urea  are  equally 
applicable  to  guanin. 

♦  For  the  composition  of  xanthin,  see  Emil  Fischer,  Ann.  d.  Chem.  u.  Pharm., 
vol  ccxv  p  253-  1882;  Ber.  d.  deutsch.  cliem.  Ges.,  vol.  sv.  p.  453:  1882;  and 
Arm  Gautier,  Compt.  rend.,  vol.  xcviii.  p.  1523:  1884  (Synthesis  of  xanthin). 

t  Kossel,  Zeitschr.  f.  physiol.  Chan.,  vol.  vii.  p.  16:  1882;  vol.  viii.  p.  404: 
1884. 

X  Kossel,  ibid.,  vol.  x.  p.  250:  1886. 

8  Neubauer,  Zeitsehr.  f.  anahjt.  -Chem ,  vol.  vu.  p.  225 :  1868. 

i  Vide  Stadthagen,  Virchow's  ^rc/..,  vol.  cix.  p.  390:  1887.    An  account  o 
the  literature  on  the  xanthin-bodies,  and  the  part  they  play  in  the  formation  of 
uric  acid,  is  given  here. 
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LECTUEE  XVII. 

THE  FimCTIONS  OF  THE  KIDNEYS,  AND  THE  COMPOSITION 

OF  UEINE. 

In  the  last  lecture  we  became  acquainted  with  the  end- 
products  in  which  the  bulk  of  the  nitrogen  leaves  the  body 
through  the  kidneys.  The  elimination  of  the  nitrogenous 
end-products  of  metabolism  is  not,  however,  the  sole  function 
of  the  kidneys.  To  the  kidneys  is  assigned  the  duty  of 
maintaining  the  composition  of  the  blood  invariable,  of 
rejecting  from  the  blood  everything  that  does  not  belong  to 
it  normally,  whether  an  abnormal  constituent  or  a  normal 
one  that  has  increased  beyond  its  normal  amount. 

This  function  is  usually  ascribed  to  the  epithelial  cells 
of  the  renal  tubules,  although  it  appears  to  me  that  it 
might  with  equal  justice  be  referred  to  the  cells  of  the 
capillary  wall.  There  is  no  reason  for  assuming  that  the 
capillary  wall  plays  a  passive  part  in  the  process  of  secretion. 
We  know  that  it  consists  of  cells  joined  together  like  mosaic 
work,  and  that  each  of  these  cells  is  a  living  unit,  an 
organism  by  itself,  to  which  we  are  d  •priori  justified  in 
ascribing  as  complex  functions  as  to  the  epithelial  cells  of 
the  tubules. 

^  The  cells  of  the  capillary  wall  and  those  of  the  epithelium 
perform  the  work  of  rejecting  the  substances  which  do  not 
normally  form  part  of  the  composition  of  the  blood,  and  this 
they  do  without  regard  to  the  laws  of  diffusion  and  endosmosis 
or  to  the  degree  of  solubility.     They  eliminate  everything 
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useless  or  superfluous — crystalloid  and  colloid  substances, 
both  soluble  and  insoluble,  both  alkaline  and  acid. 

Sugar  and  urea  are  both  readily  soluble  in  water  and 
diffusible ;  they  are  both  always  circulating  with  the  blood 
.through  the  renal  capillaries.  Sugar,  which  is  an  impor- 
tant food-substance,  is  retained;  virea,  which  is  an  end- 
product,  is  excreted.  The  purpose  is  manifest,  though  we  are 
unable  to  explain  the  reason.  It  does  not  at  present  admit 
of  a  mechanical  explanation.  If  the  sugar  exceed  the  normal 
quantity,  it  is  secreted. 

Proteids  form  the  main  constituents  of  blood-plasma ;  but 
they  are  never  allowed  to  pass  by  a  healthy  epithelium. 
Normal  proteids  only  appear  in  the  urine  when  the  renal 
epithelium  has  undergone  pathological  alteration,  or  has  been 
impaired  by  impeded  circulation  of  the  blood,  and  by  an  arrest 
of  the  supply  of  oxygen.*    But  the  normal  proteids  of  the 
plasma  cannot  pass  the  normal  and  weh-nourished  epithelium, 
and  this  not  by  reason  of  their  colloid  nature ;  for  as  soon  as 
a  proteid  that  does  not  belong  to  the  normal  constituents  of 
the  plasma,  such  as  egg-albumen,  or  a  solution  of  casein,  is 
allowed  to  enter  the  blood,  it  reappears  in  the  urine.f  This 
applies  not  only  to  colloid  substances,  but  also  to  such  as  are 
absolutely  insoluble  and  immiscible  with  water,  which  are 
removed  by  the  activity  of  the  cells  into  the  commencement 
of  the  renal  tubules,  if  they  do  not  belong  to  the  normal  con- 
stituents of  the  blood.    Among  these  we  may  mention  foreign 
fatty  matters  (cod-liver  oil),  superfluous  cholesterin,  resms, 
and  the  like. 

If  the  blood  becomes  too  alkaline,  as  it  may  by  conversion 
of  vegetable  salts  of  alkahes  into  carbonates,  the  renal  cells 
*  Heidenhain  in  Hermann's  Handhuch  der  Physiol,  vol.  v.  pt.  i.  pp.  337,  371 : 

""Tf  Ser.  Zeitscnr.  f.  Biolog.,  vol.  xi.  p.  526:  1875.    In  this  paper  the 
1       •  1  nf  Bernard  Lehmann,  Stokvis,  and  Creile  are  mentioned.  See 

OreaBimm,"  SUmv^cr.  d.  phy:  med-  Ba.  z.  WurzWr,  :  1889. 
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separate  the  excess  of  these  carbonates  from  the  blood. 
If  the  alkalescence  of  the  blood  be  diminished — perhaps  by 
the  liberation  of  sulphuric  acid  and  phosphoric  acid,  caused 
by  the  decomposition  of  proteids  of  nucleins  and  lecithins — 
the  renal  cells  take  up  the  neutral  salts  of  the  blood,  separate 
them  into  acid  and  alkaline,  convey  the  acid  salts  into  the 
urine,  and  the  alkaline  back  into  the  blood,  until  the  normal 
alkalinity  is  restored. 

The  epithelium-cells  are  of  very  varying  form  and  size  in 
different  parts  of  the  urinary  tubules.  This  renders  it  probable 
that  different  portions  have  different  functions  to  perform; 
that  only  certain  constituents  of  the  urine  are  eliminated  by 
one  part,  and  different  ones  by  another.  It  is  known  as 
a  fact  that  the  colouring  matter,  carmine,  "when  it  gets  into 
the  blood,  is  eliminated  by  the  Malpighian  bodies,*  whereas 
indigo  t  and  bile  pigment  J  are  excreted  by  the  convoluted 
tubules  and  Henle's  loops.  In  birds,  uric  acid  is  only  found 
in  the  epithelium  of  the  convoluted  tubules,  never  in  other 
parts.  §  The  purpose  of  this  arrangement  is  evident :  were 
the  uric  acid  to  be  eliminated  by  the  Malpighian  bodies,  it 
might  remain  there  and  form  concretions ;  whereas  the 
crystals  eliminated  by  the  convoluted  tubules  are  being 
constantly  washed  down  by  the  fluid  secreted  by  the 
glomeruli. 

The  structure  of  the  glomeruli  is  very  puzzling,  and  is 
seen  in  no  other  gland.  The  widening  of  the  arteries  into 
the  capillary  system,  and  their  reunion  to  form  an  efferent 
vessel,  which  is  narrower  than  the  afferent  one,  appear  to 
be  arranged  for  the  purpose  of  slowing  the  blood  and  of 

*  Chrzonsczewski,  Virchow's  Arch.,  vol.  xxxi.  p.  189 :  1864 ;  Wittich,  Arch, 
f.  mikrosk.  Anat,  vol.  xi.  p.  77 :  1875. 

+  Heidenhain,  ibid.,  vol.  x.  p.  30:  1874 ;  Pfluger's  Arch,  vol.  ix.  p.  1 :  1875. 
J  Mobms,  Arch.f.  Heine,  vol.  xviii.  p.  84:  1877. 

§  Wittich,  Virchow's  Arch.,  vol.  x.  p.  325:  1856;  Zalesky,  "Unt.  iiber  den 
uraimschen  Procesg  und  die  Function  dcr  Niero,"  p.  48:  Tiibingen,  1865- 
Meissner,  Zeitschr.  f.  rat.  Med.  (3),  vol.  xxxi.  p.  183 :  1867. 
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increasing  the  pressure.  But  we  are  at  present  incapable 
of  even  suggesting  a  theory  as  to  what  significance  this 
precaution  has  in  the  formation  of  urine,  and  as  to  what 
constituents  are  formed  or  eliminated  in  the  glomeruli.  It 
has  not  been  found  that  blood-pressure  has  any  influence  in 
any  part  of  the  body  upon  the  quantity  and  quality  of  the 
transudation  formed.* 

It  has  hitherto  not  been  proved  that  the  nervous  system 
exercises  any  direct  influence  upon  the  epithelium- cells  of  the 
kidney,  as  it  has  been  ascertained  to  exercise  in  the  case  of 
the  salivary  glands,  and  as  is  also  probable  in  the  case 
of  the  remaining  glands  of  the  digestive  apparatus.  The 
renal  nerves  appear  only  to  act  upon  the  vessels.  This 
difference  might  d  priori  have  been  expected.    The  digestive 
glands  form  their  secretion  from  the  normal  constituents  of 
the  blood.    The  impulse  to  greater  activity  of  the  epithelium- 
ceUs  cannot,  therefore,  proceed  from  the  blood,  but  from  the 
digestive  canal,  where  the  need  of  more  secretion  makes  itseK 
felt-  this  necessitates  the  intervention  of  nerves.  The 
kidneys  behave  differently;   for  the  impulse  to  increased 
activity  of  the  renal  cells  must  proceed  from  the  abnormally 
increased  constituents  of  the  blood,  to  remove  which  is  the 
duty  of  the  kidneys.    This  does  not  necessitate  any  nervous 

apparatus.!  ,  ,^  u  i  n 

We  should  d  priori  expect  that  the  kidneys  would  be  aU 
the  more  active,  the  more  substances  there  were  in  the  blood 
to  be  eliminated,  and  the  greater  the  amount  of  blood  flowmg 
through  the  kidneys  in  a  unit  of  time.  Ml  the  facts  observed 
agree  with  this  view.  Whatever  enlarges  the  lumen  of  the 
renal  vessels  and  increases  the  rapidity  of  the  blood-current, 
such  as  section  of  the  splanchnic  nerve  and  stimulation  of 

•  Vide  PasctutiB,  "Arteiten  aus  der  physiologiBchen  Anstalt  zu  Leipzig," 
Arch.f.  exper.  Path.  u.  Fharm.,  vol.  xxii.  p.  39 :  1886. 
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the  spinal  cord,  also  increases  the  quantity  of  urine  secreted. 
Whatever  causes  contraction  of  the  vessels  and  diminishes 
the  rapidity  of  the  current,  as  stimulation  of  the  splanchnic, 
mechanical  narrowing  of  the  renal  artery,  or  section  of  the 
cervical  spinal  cord,  also  diminishes  the  urine.  There  is  at 
present  no  ground  for  assuming  that  the  blood-pressure  in 
the  renal  vessels  has  a  direct  influence  upon  the  secretion  of 
urine. 

From  these  observations  on  the  functions  of  the  kidneys, 
it  follows  that  the  composition  of  ueine  must  necessarily  be 
a  very  varying  one.    Besides  the  nitrogenous  end-products, 
the  amount  of  which  chiefly  depends  upon  the  proteid 
introduced,  and  undergoes  great  fluctuations,  the  urine  always 
contains  the  inorganic  salts  which  remain  over  from  the 
decomposition  of  the  organic  food-stuffs,  as  well  as  sulphuric 
and  phosphoric  acids,  which  proceed  from  the  oxidation  and 
splitting-up  of  the  proteids,  nucleins,  and  lecithins;  and 
finally  we  find  ui  it  certain  products  of  metabolism— notably 
aromatic  compounds  and  oxalic   acid — which  are  oxidized 
with  difficulty,  and  which  contain  no  nitrogen.    Besides  the 
substances  which  occur  in  large  quantities  and  have  been 
subjected  to  careful  investigation,  there  are  numerous  other 
substances  in  the  urine  which  are  scarcely  known,  as  they 
occur  in  such  small  quantities.    There  is  also  a  large  class 
of  substances  which  only  appear  occasionally  under  certain 
normal  and  pathological  conditions  that  are  little  known; 
and  lastly,  we  meet  with  substances  of  all  kinds  which  have 
been  accidentally  introduced  either  with  food  or  as  medicines, 
and  which  have  not  been  destroyed  in  the  body. 

In  order  to  give  an  idea  of  the  composition  of  normal 
urme,  two  analyses  are  appended,  which  I  carried  out  on 
the  urine  of  a  young  man  in  good  health,  both  when  on 
animal  and  on  vegetable  diet.*    An  estimate  was  made  of 

!  J  "i^r^"'"  Pl'y«^°^°gy.  so  far  as  I  know,  affords  no  analysis  of  urine 
IB  which  all  the  more  important  constituents  were  determined  in  the  same 
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almost  all  the  constituents  of  the  urine  which  normally  occur 
in  any  quantity.  After  two  days'  exclusive  diet  of  beef,  the 
urine  was  collected  on  the  second  day.  The  beef  eaten  was 
roasted  with  a  little  salt,  the  only  beverage  being  sprmg 
water.  In  the  second  case  the  urine  was  also  collected  on 
the  second  day,  after  an  exclusive  diet  of  wheat-bread,  butter, 
a  little  salt,  and  spring  water. 

Composition  of  Twentt-Potjb  Hotjbs'  Ueine  apteb  a  Diet  of- 


Meat. 

Entire  quantity    ..  1672  c.cms. 

TJrea   67-2  grms. 

TJric  acid  1'398 


Creatinin 

K^O 

NajO 

CaO 

MgO 

CI  .. 

SO3* 

P2O5 


2-  163 

3-  308 
3-991 
0-328 
0-294 

3-  817 

4-  674 
3-437 


Bread. 
1920  ccms. 
20-6  grms. 
0-253  „ 

0-  961  „ 

1-  314  „ 
3  923  „ 
0-339  „ 

0-  139  „ 
4-996  „ 

1-  265  „ 
1-658  „ 


Both  urines  had  a  strong  acid  reaction.  If  we  calculate  the 
equivalent  of  the  strong  acids  and  bases,  we  find  that  m  both, 
the  sulphuric  acid  and  the  chlorine  suffice  by  themselves  to 
neutralize  all  inorganic  bases  : 


3-308  K,0  =  2-177  Na^O 
3-991  Na^O  =  3-991  Na^O 
0-328  CaO  =  0-3fi4  Na^O 
0-294  MgO  =  0-455  NajO 


3-  817  01 

4-  674  SO3 


=  3-337  NftoO 
=  3-622  Na^O 

6-959  Na,0 


6-987  ]Sra,0 


1-314^20  =  0-865  Na,0 
3-923  Na^O  =  3  923  Na^O 
0-339  CaO  =  0-376  Na^O 
0-139  MgO  =  0-216  Na^O 

5-380  Na,0 


4-996  CI  =  4-36S  Na^O 
1-265  SO3  =  0-980  Na^O 


5-348  Na„0 


^     T  therefore  venture  to  communicate  these  analyses,  which  were 
und"en  on  tl  occasion  of  certain  experiments  relating  to  metabolism,  and 

^'^Vr^:^r:ruf"uding  the  conjugated, 
■  deterrned     The  urine  was  boiled  with  hydrochloric  acid  and  ohloruie  of 

barium. 
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But,  in  addition  to  the  sulphuric  and  hydrochloric  acids,  the 
urines  contain  also  considerable  amounts  of  phosphoric  and 
uric,  besides  some  hippuric  and  oxalic,  acids.  It  would 
therefore  follow  that  they  contain  free  mineral  acids,  had  not 
the  organism  the  means  about  to  be  detailed  of  preventing 
the  occurrence  of  free  strong  acids  in  the  urine.  In  the 
first  place,  there  is  the  formation  of  ammonia.  In  the 
above  analyses  the  ammonia  has,  unfortunately,  not  been 
determined.  Normal  urine  generally  contains  from  0*4  to 
0-9  grm.  In  order  to  convert  the  1-66  grm.  of  phosphoric 
acid  into  the  acid  ammonia  salt,  exactly  0*4  grm.  of  NH3 
suffice ;  0-8  grm.  of  ammonia  are  equivalent  to  3-44  grms.  of 
phosphoric  acid.  A  second  mode  of  diminishing  the  acidity 
of  the  urine  consists  in  a  portion  of  the  bibasic  sulphuric  acid 
being  converted  into  a  monobasic  acid  by  union  with  aromatic 
combinations. 

Normal  urine  becomes  alkaline  only  after  a  vegetable  diet 
containing  potash  salts  of  combustible  acids.  These  are 
largely  present  in  acid  fruits  and  berries  which  contain  the 
acid  potash  salts  of  tartaric,  citric,  malic,  and  other  organic 
acids.  After  combustion  of  the  acids,  the  potash  appears  in 
urme  as  a  carbonate.  The  urine  exhibits  a  strong  alkaline 
reaction,  and  effervesces  on  the  addition  of  acids.  Potatoes 
cause  a  strongly  alkaline  urine,  because  they  contain  little 
albumen  and  therefore  little  sulphuric  acid;  on  the  other 
hand  they  contain  much  malate  of  potash,  which  is  con- 
verted into  a  carbonate.  The  most  important  articles  of 
vegetable  diet,  the  cereals  and  the  leguminos^,  yield  urine 
which  is  as  acid  as  that  due  to  a  diet  of  meat,  because  they 
are  rich  m  albumen  and  phosphates. 

These  observations  afford  some  hints  as  to  the  diet  of 
persons  who  are  predisposed  to  the  formation  of  uric  acid 
gi-avel,  and  concretions  in  the  bladder.    I  have  already  shown 
that  we  are  not  fully  acquainted  with  all  the  conditions  of  the 
precipitation  of  uric  acid;  but  we  do  know  that  the  acidity 
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of  the  urine  has  to  be  considered  as  -well  as  the  amount 
of  uric  acid.     Patients  should  be  forbidden  food  rich  m 
albumen,  but  poor  in  bases  which  are  able  to  neutrahze  the 
uric  and  sulphuric  acids  formed  from  the  albumen.  Cheese 
appears  to  me  in  this  respect  the  most  injurious  article  ot 
food.    In  making  cheese,  the  basic  alkaline  salts  pass  mto 
the  whey,  and  the  casein,  while  undergoing  combustion  in 
the  organism,  yields  large  quantities  of  uric,  sulphuric,  and 
phosphoric  acids,  which  are  not  sufficiently  neutralized  by 
bases.    In  certain  parts  of  Saxony,  as  in  Altenburg,  where 
the  people  eat  a  great  deal  of  cheese,  uric  acid  calcuh  are 
said  to  be  yery  common.*    Calculus  is  rare  in  Switzerland, 
although  cheese  is  also  an  important  article  of  diet  there 
probably  for  the  reason  that  a  considerable  quantity  of  fruit 
is  eaten  at  the  same  time.    Salt  meat  and  salt  fish  also  yield 
a  yery  acid  urine  containing  much  uric  acid,  because,  m  the 
process  of  salting,  the  basic  salts  (basic  phosphates  and 
carbonates  of  the  alkalies)  pass  into  the  lye,  and  are  replaced 
by  neutral  chloride  of  sodium.    Russian  physicians  haye 
informed  me  that  in  certain  districts  of  their  country,  the 
people  Hying  mainly  on  salt  fish  frequently  exhibit  m-ic  acid 
calcuh.    If  it  be  desired  to  prevent  the  formation  of  uric  acid 
sediments,  or  to  dissolve  concretions  that  are  already  formed 
by  the  administration  of  alkalies,  it  is  more  sensible  to  adyise 
the  use  of  fruits  and  potatoes  than  to  order  alkaline  mmeral 
waters,  the  continued  use  of  which  may  produce  disturbances 
which  we  are  unable  to  estimate.    Because  the  combination 
of  uric  acid  and  lithia  is  more  soluble  in  water  than  its  com- 
bination with  soda  or  potash,  it  has  been  thought  necessary 
to  treat  the  uric  acid  diathesis  with  a  few  decigrammes^  of 
carbonate  of  lithia,  or  eyen  with  mineral  waters  contammg 
one  centigramme  of  lithia  to  the  litre.     This  naxye  idea 

— -  -  ^^^^ — 
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simply  implies  ignorance  of  Berthollet's  law.  We  know  that, 
in  solutions  of  bases  and  acids,  every  acid  is  distributed  to  all 
the  bases  in  proportion  to  their  quantity.  It  follows  that 
only  the  very  smallest  portion  of  uric  acid  will  combine  with 
the  lithia,  the  largest  proportion  combining  with  the  pre- 
ponderating quantity  of  soda,  which  we  introduce  as  chloride 
of  sodium.  The  largest  proportion  of  lithia  will  reappear  in 
the  urine,  united  with  the  chlorine  of  the  chloride,  with 
sulphuric  and  phosphoric  acids.  There  will  be  no  increase  in 
the  solubility  of  the  uric  acid. 

It  is  well  known  that  under  pathological  conditions  urine 
may  become  alkaline,  by  the  conversion  of  urea  into  carbonate 
of  ammonia.  This  change  always  takes  place  when  urine 
has  been  exposed  to  the  air  for  some  time,  and  is  effected 
by  certain  forms  of  bacteria.*  If  these  organisms  reach  the 
bladder,  the  conversion  may  begin  there,  the  urine  becomes 
alkaline,  and  the  alkaline  earths,  which  were  held  in  solution 
in  the  acid  urine,  are  precipitated  as  phosphate  of  lime  and 
triple  phosphate  of  magnesia.  In  this  way  urinary  calculi 
may  be  formed. 

We  have  now  become  acquainted  with  all  the  ingredients 
of  any  importance  constituting  normal  urine.  Of  the  in- 
numerable substances  which,  besides  these,  are  found  in 
small  quantities,  I  will  describe  a  few  so  far  as  we  have  any 
definite  knowledge  of  their  object  and  origin. 

First,  the  colouring  matters.  Physicians  have  long  ob- 
served the  remarkable  differences  in  the  colour  of  urine  under 

*  P.  Cazeneuve  et  Ch.  Livon,  Compt.  rend.,  t.  Ixxxv.  p.  571 :  1877 ;  E.  von 
Jaksch,  Zeilschr.f.  physiol.  Ghem.,  vol.  v.  p.  395:  1881 ;  W.  Leube,  Sitzungaher. 
d.  phys.  med.  Soc.  zu  Erlangen,  Nov.  10, 1884,  p.  4;  and  Virchow's  Arch.,  vol.  o.  p. 
540 :  1885.  The  ferment  may  be  extracted  from  the  bacteria,  but  during  life  they 
do  not  yield  it  to  the  surrounding  fluid  (Musculus,  Compt.  rend.,  t.  Ixxviii.  p. 
132:  1874;  and  Pfluger's  Arch.,  vol.  xii.  p.  214:  1876;  A.  Sheridan  Lea,  .Town, 
of  Fhyswl,  vol.  vi.  p.  136:  1885).  It  appears,  therefore,  that  in  the  conversion 
of  urea  into  carbonate  of  ammonia,  chemical  potential  energy  is  converted  into 
kinetic  energy,  and  this  kinetic  energy  is  used  in  the  vital  processes  by  tlie 
fermentative  organisms  (comp.  p.  185). 
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various  normal  and  pathological  conditions,  and  have  tried  to 
avail  themselves  of  these  differences  for  diagnostic  purposes. 
The  numerous  endeavours  to  isolate  the  colouring  matters 
and  to  study  their  properties  led  to  no  results,  because  the 
quantity  was  always  too  small.    We  have,  therefore,  been 
obliged  to  content  ourselves  with  applying  Greek  and  Latin 
names  to  these  numerous  colouring  matters,  with  which  I 
will  not  trouble  the  reader,  excepting  with  regard  to  the  only 
one  of  which  we  know  the  composition  and  mode  of  origin. 
I  refer  to  urobilin,  which  was  discovered  by  Jaffe.*  He 
found  this  reddish  brown  colouring  matter  constantly  in 
normal  urine,  and  in  increased  quantities  in  febrile  urine. 
Its  absorption-spectrum  and  the  green  fluorescence  which 
its  ammoniacal  solution  assumes,  especially  after  the  addition 
of  chloride  of  zinc,  are  characteristic.    The  composition  of 
this  colouring  matter,  which  can  only  be  obtained  in  very 
small  quantities  from  urine,  would  not  have  been  known  had 
not  Maly  t  succeeded  in  producing  it  artificially  by  the  action 
of  nascent  hydrogen  upon  bilirubin,  the  chief  colouring 
matter  of  bile.    This  fully  explains  the  invariable  presence  of 
urobilin  in  the  contents  of  the  intestine,  as  we  have  seen 
that  nascent  hydrogen  constantly  acts  there  upon  the  colouring 
matter  of  the  bile.    Human  faeces  are  coloured  brown  chiefly 
by  urobilin,  and  rarely  contain  any  unaltered  bile-pigment. 
It  is  quite  possible  that  the  urobilin  occurring  in  urine  is  also 
derived  from  the  intestine,  though  we  are  not  forced  to  this 
assumption,  as  urobilin  might  also  be  formed  in  other  organs. 
As  a  matter  of  fact,  Jaffe  found  urobilin  in  human  bile. 
Hoppe-Seyler  $  has  since  shown  that  urobilin  may  also  be 
formed  by  the  action  of  nascent  hydi'ogen  upon  haematin. 

*  M  Jaffe,  Virchow's  Arch.,  vol.  xlvii.  p.  405  :  1869 ;  and  Centralb.  f.  d'.  med. 
Wissensch.,  p.  241 :  18G8  ;  p.  177  :  1869 ;  an.l  p.  465  :  1871. 

t  E.  Maly,  Gentralh.f.  d.  med.  Wissensch.,  No.  54:  1871;  AnnaL  d.  Clwm. 

vol.  clxiii.  p.  77  :  1872. 

X  Hoppe-Seyler,  Ber.  d.  deutscU.  chem.  Ges.,  vol.  vu.  p.  1065 :  18/4. 
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We  thus  arrive  at  a  simple  genetic  connection  between  the 
three  colouring  matters  * — 

Ha3matin  . .       . .       . .       •  •  C32H32N404Fe 

Bilirubin  . .        . .        . .        •  •  C32H36N4O6 

Urobilin   . .        . .        . .        . .  G32H40N4O7 

Indigo  t  is  generally  regarded  as  belonging  to  the  urinary 
colouring  matters,  although  it  does  not  occur  as  such  in 
urine,  but  as  a  colourless  combination,  as  an  alkaline  indoxyl- 
sulphate.J  If  concentrated  hydrochloric  acid,  with  an  oxidizing 
agent  like  chloride  of  lime  or  solution  of  bromine,  be  added 
to  urine,  the  conjugated  sulphuric  acid  is  split  up,  and  the 
indoxyl  is  oxidized  into  indigo — 

2C8H6NKSO4  +  02  =  C16H10N2O2  +  2HKSO4 
Indoxyl-sulphate  of  potash.        Indigo  blue. 

The  amount  of  indigo  thus  formed  is  generally  very  small, 
but  is  rarely  entirely  absent  from  human  urine.  On  shaking 
the  colouring  matter  with  chloroform,  a  beautiful  blue  solu- 
tion is  obtained. 

We  are  not  in  doubt  as  to  the  origin  of  indigo  in  the 
animal  body,  as  we  know  that  indol,  which  is  the  basis  of  the 
entire  indigo-group,  is  obtained  by  bacterial  putrefaction  of 
albumen,  and  is  uniformly  found  in  the  intestinal  contents. § 
The  reabsorbed  indol  is  oxidized  in  the  tissues  into  indoxyl. 
This  process  is  completely  analogous  to  the  conversion  of 
benzol  by  oxidation  into  phenol. 

*  This  genetic  connection  is  more  fully  discussed  in,  the;  next  Lecture,  as 
well  as  the  appearance  of  blood  and  bile  pigments  in  the  urine  under  pathological 
conditions. 

+  On  the  synthesis  and  chemical  constitution  of  indigo,  vide  A.  Baeyer,  Ber. 
d.  deuisch.  chem.  Ges.,  vol.  xiii.  p.  2254  :  1880 ;  and  vol.  xiv.  p.  1741 :  1881. 

$  B.  Bauraann  and  L.  Brieger,  Zeihchr.  f.  physiol.  Ghem.,  vol.  iii.  p.  254  = 
1879.  The  older  hterature  on  the  indigo-forming  substance  of  the  urine  is 
appended. 

§  S.  Eadziejewsky,  Du  Bois'  Arol,.,  p.  37 :  1870 ;  W.  KuhuQ,  Ber,  d. 
deutsch.  chem.  Gee.,  vol.  viii  p.  206:  1875;  Nencki,  ibid.,  vol.  viii.  p.  33G  :  1875- 
Salkowski,  ZeiUohr.f.  physiol.  Chem.,  vqI.  viii.  p.  417;  and  vol.  Ixxu,  p.  8  :  1884 
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CsHvN  +  0  =  CsHeCOH)  N 
Indol.  Indoxyl. 

Indoxyl  combines,  like  most  of  the  aromatic  hydroxylized 
combinations  (phenol,  cresol,  pyrocatechin,  etc.)  with  sul- 
phuric acid,  undergoing  dehydration  (p.  277).  Jaflfe  *  showed 
that,  after  the  subcutaneous  injection  of  indol,  the  conjugated 
indoxyl  compound  reappears  copiously  in  the  urine. 

A  larger  quantity  of  the  indoxyl  compound  has  been  found 
in  the  urine  in  intestinal  obstruction.    It  is  quite  possible 
that  this  occurrence  of  large  quantities  of  indigo  might  be 
utilized  for  diagnosis,  by  enabling  us  to  determine  in  which 
section  of  the  intestine  the  obstruction  had  taken  place.  Jaffe 
has  shown,  for  instance,  that  the  increase  in  the  secretion 
of  indoxyl  occurred  in  dogs  after  ligature  of  the  small,  but  not 
after  ligature  of  the  large,  intestine.    This  is  expUcable  from 
the  fact  that  albumen,  which  yields  the  material  for  the 
formation  of  indol,  is  absorbed  before  reaching  the  large 
intestine.  When  the  small  intestine  is  ligatured,  the  albumen 
stagnates  and  undergoes  putrefaction.    Corresponding  with 
this,  Jaffe  has  observed  an  increased  excretion  of  the  in- 
doxyl compound  in  man  occurring  only  in  obstruction  of  the 
small,  but  not  of  the  large,  intestine.    This  is  explained  by 
the  fact  that  the  proteids,  which  furnish  the  indol  by  their 
putrefaction,  are  all  absorbed  before  they  reach  the  large 
intestine.    Similarly  Baumann  has  observed  an  increased 
excretion  of  the  indoxyl  compound  in  men  in  cases  of 
obstruction  of  the  small  intestine,  but  never  in  cases  of  fsecal 
obstruction  of  the  large  intestine. 

All  the  other  aromatic  combinations  which  occur  in  the 
urine  as  conjugated  sulphueic  acids,  arise,  like  the  indol,  from 
putrefaction  of  albumen  in  the  intestine.    Baumann  f  has 

*  M.  Jaffe,  Virchow's  Arch.,  vol.  Ixx.  p.  72 :  1877. 

t  E  Baumann  "  Die  aromatisclien  Verbindungen  im  Harue  und  die  Darm- 
faulniBS."  ZeitBcliT.  f.  physiol.  Ghem.,  vol.  x.  pp.  123-133  :  1886.  We  particularly 
recommend  this  short  and  lucid  statement  of  Bauraann's  to  the  student. 
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shown  that  if  a  dog's  intestine  is  cleared  out  and  disinfected 
by  the  administration  of  calomel,  the  conjugated  sulj)huric 
acids  entirely  disappear  from  the  urine.  If,  on  the  other 
hand,  the  putrefactive  processes  in  the  intestine  are  increased 
by  neutralizing  the  antiseptic  hydrochloric  acid  of  the  gastric 
juice  by  the  administration  of  calcium  carbonate,  we  get  an 
increased  amount  of  the  conjugated  sulphuric  acids  in  the 
urine.*  We  thus  see  that  an  estimation  of  these  acids  in 
the  urine  may  be  of  great  value  as  a  means  of  diagnosis, 
since  we  gain  an  insight  into  the  intensity  of  the  putrefactive 
changes  in  the  alimentary  canal.  Thus,  for  example,  if  it 
be  wished  to  disinfect  the  intestine  previous  to  resecting  it, 
we  can  determine  when  this  is  effected,  by  noting  the  time 
when  the  conjugated  sulphuric  acids  disappear  from  the 
urine. t 

The  question  now  arises,  where  and  in  what  organs 
does  the  conjugation  of  the  aromatic  compounds,  formed  in 
the  intestine,  with  sulphuric  acid  take  place  ?  Thus  much 
is  certain,  that  it  does  not  primarily  take  place  in  the  kidney, 
for  after  the  administration  of  phenol,  phenolsulphurie  acid 
is  found  in  the  blood.J 

Phenol  is  a  violent  poison,  but  the  phenol-sulphate  does 
not  exert  toxic  effects.  Baumann  therefore  recommends 
sulphate  of  soda  as  an  antidote  to  phenol-poisoning.  He 
found  that  when  phenol  was  applied  to  a  dog's  skin,  the 
animal  bore  the  poison  better,  and  yielded  more  phenol- 
sulphuric  acid  when  at  the  same  time  sulphate  of  soda  was 
administered.  This  would  not  be  intelligible  if  the  com- 
bination primarily  occurred  in  the  kidney. 

Baumann  found  much  more  conjugated  sulphuric  acid 
m  the  liver  than  in  the  blood.    This  renders  it  probable 

1    \^  ^-  quantitative  Bemessung  der  antisGptischen  Leistunir 

cle3  Magensaftes,"  Festechr.  z.  ErOffnung  d.  neum  allg.  Kranlcenhames  zu  Ham- 
burg-JEppendorf :  1889. 

t  A.  East  und  H.  Baas,  Miinchener  med  Wochenschrift,  Jahrg  188S,  No.  4 
X  Baumann,  Pfluger's  Arch.,  vol.  xiii.  p.  285  :  1870. 
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that  the  synthesis  occurs  in  the  liver;  that  the  poisonous 
aromatic  combinations  reaching  it  from  the  intestine  are 
here  subject  to  a  transformation  into  innocuous  com- 
binations before  entering  the  general  circulation  {vide  Lecture 
XVIII.). 

As  yet  we  have  only  become  acquainted  with  two  sorts  ot 
combinations  of  sulphur  as  constituents  of  the  urine :  the  salts 
of  the  ordinary  bibasic  and  of  the  monobasic  conjugated 
sulphuric  acids.     The  quantity  of  sulphuric  acid  occurring 
in  the  latter  form  in  human  urine  averages  one-tenth  of 
the  amount  of  ordinary  sulphuric  acid.*    But  there  is  a 
much  larger  number  of  sulphur  compounds  in  the  urine. 
If  urine   acidulated  with  acetic  acid  is  precipitated  with 
chloride  of  barium,  the  ordinary  sulphates  are  precipitated. 
If  we  now  boil  the  filtrate,  rendered  strongly  acid  by  the 
addition  of  hydrochloric  acid,  the  conjugated  sulphuric  acids 
are  broken  up,  and  this  portion  of  sulphuric  acid  may  also  be 
precipitated  as  a  salt  of  barium.    If  this  filtrate  is  now 
evaporated  to  dryness  and  fused  with  saltpetre,  we  again 
obtain  a  considerable  amount  of  sulphuric  acid.    This  thu-d 
group  of  sulphur  compounds  contains,  from  10  to  20  per 
cent,  of  all  the  sulphur  excreted  in  human  urine.    In  dogs 
and  rabbits,  the  quantity  of  these  organic  combinations 
of  sulphur  is  much  larger.f    Let  us  now  consider  what  is 
really  known  about  these  organic  sulphur  compounds,  and 
their  relation  on  the  one  hand  to  albumen,  and  on  the  other 
to  sulphuric  acid. 

It  is  not  much  we  know,  but  we  wiU  endeavour  to  collect 
and  review  the  fragments  of  our  knowledge. 

We  are  compelled  to  assume  at  least  two  atoms  of  sulphur 

*  E.  V.  d.  Velden,  Virdiow's  Arch.,  vol.  Ixx.  p.  343 :  1877. 

t  See  Voit  and  Bischoff,  "  Dio  Gesetze  der  Ernahruug  ^es  rie,8cbfress  r^^ 

p.  279:  Leipzig,  I860  :  Voit.  ZeitscUr.  f.  f  vol.  ^'/p'o  187^  Kuakel' 
n  21fi-  Ar,m  1874-  Salkowski,  Virchow'e  ylrc7i.,  vol.  Ivm.  p.  460 :  1873  ,  iluaKe  . 
Pfi^e;'s  vol'  .iv.  p.  344:  187. ;  E.  Ldpia..  Gudrin  et  Flavard,  Bevue 

M€d€cine,  vol.  i.  pp.  !i7,  ail :  1882. 
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in  a  molecule  of  albumen,  one  oxidized  and  the  other  un- 
oxidized.*  If  we  heat  albumen  with  potash,  one  sulphur 
atom  goes  to  form  sulphide  of  potash,  the  other  forms  sulphate 
of  potash.  The  former  may  be  easily  recognized  on  boiling 
with  an  alkaline  solution  of  lead  oxide,  when  it  is  precipitated 
as  lead  sulphide.  The  proteids  such  as  casein,  the  proteid 
moiety  of  haemoglobin,  or  legumin,  which  are  poorer  in 
sulphur,  do  not  give  this  reaction.  Among  the  organic  decom- 
position-products of  albumen  in  the  animal  body,  we  meet 
with  the  oxidized  atom  of  sulphur  in  taurin,  with  the  un- 
oxidized  in  cystin.  If  we  boil  the  cystin  with  an  alkaline 
solution  of  oxide  of  lead,  a  black  sulphide  of  lead  is  thrown 
down.  Of  course,  taurin,  which  we  have  already  shown  to 
be  amido-ethylsulphonic  acid  (p.  209),  cannot  give  this  re- 
action. 

Cystin  has  the  formula  CaHeNSOa-t  It  does  not  occur 
in  the  normal  organism.  J  We  are  not  yet  acquainted  with 
the  abnormal  conditions  under  which  a  large  amount  of  the 
sulphur  is  secreted  in  the  urine  as  cystin.  It  appears, 
however,  that  even  in  normal  metabolism,  in  the  course  of 
the  formation  of  sulphuric  acid  products,  a  body  is  formed 
which  is  closely  allied  to  cystin,  and  is  distinguished  from  it 
only  by  an  additional  atom  of  hydrogen,  viz.  cystein.  A  sub- 
stituted cystein,  for  instance,  appears  in  the  urine  of  dogs 
after  the  administration  of  brombenzol.  Baumann,  §  to 
whom  we  are  indebted  for  the  most  searching  inquiries  into 

*  The  latest  and  most  careful  researches  on  the  condition  of  the  sulphur  in 

oI?^\oo=      rT*'"''"  ''^'"^'^  ^-  ^^^Ser  (Pliiiger's  Arch.,  vol.  xliii.  p. 

244:  1888).    Unfortunately,  Kruger  did  not  make  use  of  pure  material  for  his 
researches. 

t  B.  Kulz,  Zeitschr.  f.  Biolog.,  vol.  xx.  p.  1 :  1884. 

t  Stadthagen,  Zeitschr.  f.  physiol.  Chem.,  vol.  ix.  p.  129:  1884. 

§  E.  Baumann  aud  0.  Preusse,  Ber.  d.  deutsch.  chem.  Ges.,  vol.  xii.  p.  806 :  1879  • 
Zeitschr.  /.  physiol.  Chem.,  vol.  v.  p.  309:  1881;  M.  Juffe,  Ber.  d.  deutsch.  chem'. 
Ges  volxu  p.  1092:  1879;  Baumann,  ibid.,  vol.  xv.  p.  17.31:  1882;  Zeitschr. 
p'  feo    mt"^"  ^'       '  ^'  G^°l<i"'ann,  ibid.,  vol.  iz. 
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the  origin  of  cystin,  regards  it  as  a  lactic  acid,  in  which  H  is 
replaced  by  NH2,  and  the  OH  by  SH : 

CH3 

I  /NH2 

C\ 
1  \SH 

COOH 

The  substituted  cystein  which  appears  in  the  urine  after 
administration  of  brombenzol,  when  boiled  with  dilute  acids, 
is  broken  up,  with  hydration,  into  acetic  acid  and  brom- 
phenylcystein : 

CH3 

I  /NH2 
C 

|\s(C6H4Br) 
COOH 

Baumann  obtained  cystein  from  cystin  by  the  action  of 
nascent  hydrogen.  The  oxygen  of  atmospheric  an:  reconverts 
the  cystein  into  cystin. 


OH3  CH 


3 


H,N-C— SH  +  0  +  HS— C— NH2  =  H2O 

COOH  COOH 
CHa  CH3 

H-  H2N— C— S— S— C— NH2 

1  1 
COOH  COOH 

The  empirical  formula  of  cystin  must  therefore  be  doubled : 
C  H  N2S2O4.  The  origin  of  cystin  in  the  animal  body  is 
probably  due  to  a  synthetic  process,  and  possibly  two 
molecules  of  albumen  always  yield  the  material  for  the 
formation  of  one  molecule  of  cystin. 

The  formation  of  bromphenylcystein  would  accordingly 
be  a  process  quite  analogous  to  that  of  cystin.  Here  again 
a  divalent  oxygen  atom  takes  a  hydrogen  atom  fi'om  cystm 
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and  from  brombenzol,  and  effects  the  linking  of  the  liberated 
affinities  : 

CH3  CH3 

I  I 
H2N— C— SH  +  0  +HC6H4Br  =  H^O  +  H2N-C— S  (CeH^Br) 

I  I 
COOH  COOH 

Cystin  does  not  dissolve  readily  in  water,  it  therefore 
always  occurs  in  urine  as  a  sediment,  and  very  occasionally 
causes  the  formation  of  vesical  calculi.  There  are  some 
people  who  secrete  a  large  quantity  (about  one-quarter)  of 
the  sulphur,  as  cystin,  without  exhibiting  any  derangement 
in  their  health.  This  rare  anomaly  of  metabolism  sometimes 
occurs,  probably  as  the  result  of  heredity,  in  several  members 
of  the  same  family.* 

Under  normal  conditions  cystin,  or  its  antecedent 
cystein,  breaks  up  still  further  and  is  oxidized,  and  the 
greater  portion  of  its  sulphur  appears  in  the  urine  as 
sulphuric  acid.  This  is  confirmed  by  an  experiment  made 
in  Baumann's  laboratory  by  Goldmann. f  He  gave  a  little 
dog  2  grms.  of  cystein,  and  found  that  the  greater  portion, 
about  two-thirds,  appeared  as  sulphuric  acid  in  the  urine. 
The  remainder  had  served  to  increase  the  organic  sulphur 
compounds  in  the  urine.  This  view,  that  the  larger  portion 
of  the  sulphur  of  cystein  is  converted  by  oxidation  into  sul- 
phuric acid,  is  confirmed  by  the  fact  that  in  the  cystinuria 
of  man,  the  urme  has  generally  an  alkaline  or  feebly  acid 
reaction. 

We  know  httle  positively  with  regard  to  the  fate  of  taurin 
[CH,(NH,)  -  CH.SO^HJ.     I  have  already  stated  that  the 

Berlin^' lT74^'"?''  "^■^"^^^^^  ^'^^  Pathologie  des  Stoffweohsels,"  p.  25S 

a^d^'  Die' ^^'^'^^^-^  ^er  Gicht,"  p.  130 :  Wiesbaden,  1882  • 
sLdtha^L  V  BeLandluBg  der  Hnrnsteine."  p.  172:  Wiesbaden  1884  ^ 

btadthagen,  Virchow's  Arch.,  vol.  c.  p.  416 :  1885 

t  E.  Goldmann,  Zeitschr.f.  j>hysiol.  C/tem.,  vol.  ix.  p.  269:  1885. 
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amount  of  sulphur  which  occurs  as  taurin  in  bile  constitutes 
only  a  - minute  portion  of  the  sulphur  of  the  decomposed 
albumen,  and  is  only  slightly  increased  if  more  albumen  is 
taken  (compare  p.  214).-  It  is  questionable,  therefore,  whether 
a  taurin  molecule  results  from  each  molecule  .of  albumen.  In 
bile,  taurin  is- conjugated  with  cholalic  acid.    In  the  intestine, 
the  ferments  of  digestion  and  putrefaction  doubtless  cause  this 
.compound  to'  break  up  with  hydration.    We  do  not  know 
whether  the  'liberated  taurin  is  absorbed  as  such,  or  after 
previous  change.    We  have  not  been  able  as  yet  to  prove  its 
presence  in  the  fffices  nor  in  the  urine.   No  satisfactory  results 
have  been  obtained  with  regard  to  the  further  destination  of 
taurin  from  experiments*  consisting  in  its  artificial  intro- 
duction into  the-  body.     If  large  quantities  of  taurin  are 
administered  to  man  or  dogs,  the  process  of  absorption  does 
not  take  place  slowly  enough  to  aUow  of  its  complete  change 
into  the  normal  end-products;   one  portion  of  the  taurm 
appears  as  such  in  the  urine,  another  as  a  substituted  urea: 

C  =  0 

\CH2-CH2-SO3H. 
The  presence  of  this  substituted  urea  has  not  as  yet  been 
positively  demonstrated  in  normal  urine.  In  the  rabbit,  it  is 
not  even  found  after  the  artificial  introduction  of  taurm. 
Almost  all  the  sulphur  of  the  tam-in  reappears  as  sulphuric 
and  THiosuLPHURic  acid  in  the  urine  of  these  animals.  The 
conversion  into  thiosulphuric  acid,  however,  only  occurs  when 
the  taurin  is  introduced  into  the  stomach ;  if  it  is  injected 
subcutaneously,  the  greater  part  reappears  unaltered  m  the 
urine.    The  thiosulphuric  acid  is  evidently  formed  by  the 

•  E  Salko^VBlci,  Der.  d.  deM.  cker..  Ges.,  vol.  vi.  pp.  744. 1191. 1312 :  1873  ; 
and  Virchow'8  Arch.,  vol.  Iviu.  p.  460 :  1873. 
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processes  of  reduction,  taking  place  in  the  intestine.  In  the 
normal  urine  of  rabbits,  thiosulphtiric- acid,  has  not  been 
found,  though  it  occurs  frequently  in  that  of  cats  and  dogs.* 
In  human  ui'ine,  it  has  only  been  once  found  in  typhus.f- 

SuLPHocYANio  ACID,  t  (CNSH),  also  belongs  to  the  sulphur 
compounds  occurring  in  the  urine.    Gscheidlen  found  these 
acids  constantly  in  human  urine,  and  in  that  of  horses, 
cattle,  dogs,  cats,  and  rabbits.    On  an  average,  one  litre  of 
human  urine  contained  0*02  grm.    M\ink  found  the  average 
of  three  determinations  to  be  0-08  grm.    Sulphocyanates  were 
also  found  in  dogs'  blood.    Gscheidlen  proved  that  they  are 
derived  from  the  saHvary  glands.    The  saliva  of  mammals 
invariably  contains    small    quantities    of  sulphocyanates. 
Gscheidlen  and  Heidenhain  divided  all  the  ducts  of  the 
salivary  glands  in  dogs,  and  thus  prevented  the  saliva  from 
entering  the  mouth.     The  alkaline  sulphocyanate  was  now 
found  to  have  disappeared  from  the  blood  and  the  urine; 
although  it  was  still  present  in  the  saliva  flowing  from  the 
wounds.   It  follows  that,  in  the  normal  condition,  sulphocyanic 
acid  is  formed  in  the  salivary  glands,  passes  with  the  saliva 
mto  the  intestinal  canal,  whence  it  is  absorbed  into  the  blood 
and  appears  in  the  urine.  We  are  ignorant  as  to  the  significance 
of  these  small  quantities  of  sulphocyanic  acid  in  the  functions 
of  the  saliva,  or  in  any  other  processes  of  the  organism. 

Of  the  organic  constituents  of  the  urine,  only  those  which 
are  free  from  sulphur  and  nitrogen  remain  for  our  considera- 
tion.  Lacttc  acid,  sugab,  and  oxalic  acid  belong  to  this  class 
Lactic  acid,  however,  has  never  been  detected  with  certainty 
m  normal  urine.    It  has  only  been  found  in  phosphorus 

t  Ad.  Strumpell,  ^.c/,.  d.  Heilh,  vol.  xvii.  p.  390:  1876. 

xiv  n  401-  1«77.  Tr-i     ^^''V  1874;  nnd  Pfluijer's  i4rrft.,  vol 

70    l«75!'j  Mur?"T  '--^T-  ''^'^^^^ 
B,  p.  /o.  i8,o.  J.  Muuk,  VucLow's  Arch.,  vol.  Ixix.  p.  354  :  1877. 
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poisoning,  atrophy  of  the  liver,*  osteomalacia,!  and  trichi- 
nosis.J  On  teleological  grounds,  we  must  doubt  whether 
lactic  acid  passes  into  normal  urine,  as  this  would  be  a  waste 
of  potential  energy.  The  same  argument  applies  in  a  still 
more  forcible  manner  to  sugar.  All  analyses  of  normal  urine 
have  the  more  positively  shown  the  absence  of  sugar,  the 
more  carefully  the  investigation  was  carried  out.  Even  those 
writers  who  assert  the  presence  of  sugar  in  normal  urine, 
admit  that  they  have  only  succeeded  in  finding  it  in  very 
minute  quantities.  § 

Oxalic  acid  is  a  constant  ingredient  in  normal  human 
urine  after  a  mixed  diet,  but  it  never  occurs  except  in  very 
small  quantity,  at  most  0-02  grm.  in  twenty-four  hours'  urine.  H 
This  oxaUc  acid,  in  all  probability,  arises  from  the  oxalic  acid 
which  is  contained  in  the  vegetable  articles  of  food.  There 
is  at  present  no  sufacient  reason  for  assuming  any  other 
source  for  the  oxalic  acid  of  normal  urine.    I  was  unable  to 
detect  any  oxalic  acid  in  the  urine  of  a  young  man  in  good 
health  after  two  days'  exclusive  diet  of  meat,  nor  in  the 
urine  of  another  healthy  young  man  after  he  had  eaten 
nothing  but  fat  meat  and  sugar.lT    It  therefore  appears  that 
oxalic  acid  does  not  normally  arise  from  any  of  the  three 

*  Schultzen  and  Eiess,  Annalen  des  Charm-Eranhennauses,  voL  ^v^j^  1869. 
+  Moers  and  Muck,  Deutsch.  Arch.  f.  Min.  Med.,  vol.  v.  p.  48d:  1869.  The 
metld  0?  esttng  used  'in  this  experiment  .as,  however,  unsatisfactory.  Compare 
The  critique  of  Nencki  and  Sieber,  Journ.f.  praH.  Ghern.,  vol  xxva.  p.  41 :  1882. 
t  Th  Simon  und  F.  Wibel,  Ber.  d.  deutsck.  cUen..  Ges.,  vol.  w.  p.  139  :  187L 
§  In  this  connection  see  E.  Kiilz,  1^^^^^;^^.'%^^^^ 
w  Abplea  Gentralh.  f.  d.  med.  WissenscTi.,  Nos.  3,12,  22;  1879  ,  J.  beegen,  ima., 
8  16    iZnlns  Moscatelli,  Moleschott's  Unters.  zur  Naturlehre  des  Menschen 
Z'        JlTv.  103 :  1881.   L.  v.  Udranszky,  Zeitscnr.  f.  vhysiol.  Chem  vol. 
"i  n^V   1888   and  BericU.  d.  naiurforsch.  Gesellsch.  z.  Freiburg,  r.  B.,  vol.  iv. 
?'    1 889     Compare  the  works  quoted  on  pp.  281,  282.  on  gl-Vcuromc  acid. 
P  M.^^  Deutscn.  Areluf.  Min.  Med.,  vol.  xviii.  p.  1*^:  1876  ;  An 

.aopted  f-^^;^Xt'X^^^-^^^^^  ^critique  of  U  methods 

r^vent^^^^^^^^^^  — r  r 
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main  classes  of  food.     But  the  oxalic  acid  contained  in 
vegetable  articles  of  diet  must  pass  into  the  urine.  The 
latest  experiments  carried  out  by  Gaglio  *  in  Schmiedeberg's 
laboratory  at  Strasburg,  show  that  oxalic  acid  is  not  de- 
stroyed in  the  human  body.    No  oxalic  acid  was  excreted 
either  by  a  dog  that  was  starving  or  by  one  that  was  fed  on 
meat.t    But  if  only  from  i  to  1  mgrm.  of  oxahc  acid  or  of 
oxalate  of  soda  was  injected  subcutaneously,  the  presence  of 
oxalic  acid  was  demonstrated  in  the  urine  within  the  next 
twenty-four  or  forty-eight  hours.    If  a  neutral  solution  of 
oxalate  of  soda  was  injected  into  the  crop  of  a  cock,  nearly 
all  the  oxahc  acid  was  found  in  the  discharge  of  the  cloaca. 

_  It  seems,  however,  that,  under  abnormal  conditions,^  oxalic 
acid  may  appear  as  the  result  of  metabolism,  owing  to  an 
imperfect  oxidation  of  articles  of  diet.   Medical  literature  con- 
tains numerous  cases  illustrating  increased  excretion  of  oxalic 
acid  m  jaundice,  scrofula,  hypochondriasis,  and  other  diseases 
We  even  find  oxaluria  spoken  of  as  an  independent  disease. 
But  we  seek  in  vain  for  trustworthy  quantitative  determina- 
tions, with  due  consideration  of  the  constituents  of  the  food 
Ihe  conditions  underlying  the  occurrence  of  oxalic  acid  in  the' 
urine  have  great  practical  interest,  because  oxalic  acid  may 
lead  0  the  formation  of  calculi.    The  hme  salt  of  this  acid 
IS  well  known  to  be  insoluble  in  water;  hence  this  salt  is 
frequently  to  be  found  in  urinary  sediments  in  the  well- 

*  Gaetano  Gasflio,  Arch  f  ernpr  Pnih  m 

(Virchow'«  Aran.,  vol.  xcix  p  305      ggg^^h  .  h  "  '''''''' 

of  oxalic  acid  in  the  mine  of  do'JLd  e^t,    he  detected  nnnute  quantities 

bacon.  exclusively  on  meat  or  on  meat  and 

n.ents  by  destruction  o^  Z  jJ:^;^^^^^^^^  "^"l'-  ""--l"  -"ve- 

fixation  (..Giornale  dclla  n.  ^S:^^^  ^^^^^^  by  mere 

those  of  Hammerbacl.cr,  who  fonnrl .  P-  Ia83);  and  also 

after  the  admini.fation  of  Zll  '"""''^'''^  do?-^ 

P.  89:  1883).    This  eilect o  btrbona"j^^^^^  ^'^^'1 

in  man.  icaroonate  of  soda  was  not  confirmed  by  Furbriuger 
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known  octahedral  form.    If  the  oxalate  is  precipitated  in  the 
bladder,  it  may  lead  to  the  formation  of  vesical  calculi. 
The  solution  of  oxalate  of  lime  in  the  urine  depends  mainly 
on  its  acidity.    A  solution  of  acid  phosphate  of  soda  dissolves 
oxalate  of  lime.*    We  can  thus  explain  how  it  is  that  oxalate 
calculi  sometimes  form  under  similar  conditions  as  phos- 
phatic  calculi,  and  that  occasionally  vesical  calculi  consist 
of  both  ingredients,  mixed  up  together  or  in  concentric 
layers.    I  wish  again  to  lay  stress  on  the  fact  that  increase 
in  the  sediment  of  oxalate  of  lime  does  not  justify  the  in- 
ference that  there  is  an  increased  secretion  of  oxalic  acid. 
This  erroneous  conclusion  has  led  to  many  mistakes. 

*  C  Neubauer,  Arch,  des  Vereins  fiir  gemeinscMftliche  Arheiten  zur 
Forderung  der  wissenschaftliohen  Heilkunde,  vol.  iv  pp.  16,  IJ:  1858;  and 
ZMe^Znn,Nederl.  Tiidsclvr.  1864,  summarized  in  Schmidt's  Ja%rhucker  der 
gesammten  Med.  Jahrg.,  vol.  cxxv.  p.  U5:  1865. 
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METABOLISM  IN  THE  LIVER— FOEMATION  OF  GLYCOGEN. 

We  now  approach  one  of  the  most  involved  and  difficult 
subjects  in  the  whole  range  of  physiological  chemistry :  the 
changes  occurring  in  the  liver. 

Like  the  kidney,  the  liver  has  to  fulfil  the  function  of 
mamtaining  the  uniform  composition  of  the  blood.  While 
the  kidney  removes  all  superfluous  and  foreign  ingredients, 
the  Hver  revises  everything  before  it  enters  the  blood.  For 
this  reason,  it  is  interposed  in  the  current  that  passes  from 
the  mtestine  to  the  heart.     We  have  seen  how  it  guards 
agamst  the  blood  being  overwhelmed  with  sugar,  while  on 
the  other  hand,  it  prevents  a  deficiency  of  this  important 
article  of  nutrition  in  the  blood  (pp.  219-220).    We  have  also 
seen  that  it  is  constantly  converting  ammonia,  which  is  a 
virulent  poison,  into  harmless  combinations,  such  as  urea  and 
uric  acid  (pp.  326,  344).     Similarly,  the  liver  converts  the 
equally  poisonous  aromatic  products  of  putrefaction,  which 
origmate  from  the  proteids  in  the  intestine,  into  harmless 

360-362).     We  also  know  that  many  poisons,  especially 

metals,  are  arrested  in  the  liver. 

It  also  appears  that  the  system  of  innervation  of  the 

liver  IS  Identical  with  that  of  the  kidney.    We  have  not 

hitherto  been  able  to  prove  a  direct  influence  of  nerves  upon 
he  hepatic  cell.  The  functions  of  the  liver,  like  those  of 
he  kidney  are  regulated  directly  by  the  composition  of  the 

blood.    This  fact  also  indicates  that  the  chief  duty  of  the 
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liver  consists  in  regulating  the  composition  of  the  blood 
(compare  p.  352). 

In  addition  to  this  function,  the  liver,  as  we  have  already 
Been,  performs  that  of  secreting  bile.  We  have  already 
mentioned  the  grounds  for  our  belief  that  bile  is  not  merely 
an  accidental  product  vfhich  is  excreted  during  the  essential 
changes  taking  place  in  the  liver,  and  removed  by  the  m- 
testine,  but  that  it  is  a  secretion  which  performs  important 
duties  in  the  processes  occurring  in  the  bowel  {vide  supra, 

pp.  207,  213-217). 

All  these  facts  tend  to  show  that  the  liver,  the  largest  of 
all  glands,  is  the  seat  of  numerous  and  complicated  chemical 
changes.    It  has  been  hoped,  by  comparing  the  composition 
of  the  inflowing  and  outflowing  blood,  to  obtain  an  insight 
into  these  processes,  or  at  least  to  suggest  certain  fruitful 
inquiries.    Numerous  comparative  analyses  have  been  made 
of  the  blood  in  the  portal  and  hepatic  veins.*    But  when  we 
consider  how  large  a  quantity  of  blood  passes  through  the 
liver  and  how  trifling  the  amount  of  bile  and  lymph  formed  is 
in  comparison,  we  can  scarcely  expect  to  be  able  to  demonstrate 
marked  differences  in  the  composition  of  the  inflowmg  and 
outflowing  blood.    It  is  probable  that  the  differences  m  the 
analyses  of  the  blood  of  the  portal  and  hepatic  vems  are  due 
to  experimental  errors,  for  they  have  been  smaller  m  propor- 
tion to  the  care  bestowed  on  the  analyses,  and,  m  the  most 
reliable  determinations,  are  within  the  limits  of  unavoidable 

errors.  ,     n         j.  j. 

There  is  only  one  article  of  diet  which  we  should  expect  to 
find  increased  in  the  portal  blood  durmg  digestion,  i.e.  sugar 
While  food  rich  in  carbohydrates  is  undergoing  digestion,  such 
large  quantities  of  sugar  are  absorbed  in  a  brief  period  that, 
if  they  are  retained  in  the  liver,  the  portal  blood  must  contam 

*  0  Flange  gives  a  critical  account  of  tbese  works  Mr 
xiii.  p  133    1877  ;  compare  also  W.  Drosdoflf,  ZeiUckr.f.  i>hyswl.  C/.em..  vol.  i. 

p.  233 :  1877. 
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more  sugar  than  the  remaining  blood.  This  fact  has  been 
proved,  as  I  have  ah-eady  mentioned  {vide  supra,  p.  219). 

Another  method  of  obtaining  an  insight  into  the  pro- 
cesses occurring  in  the  liver  would  consist  in  extirpating  that 
organ,  or  at  least  in  isolating  it  from  the  circulation  of  the 
blood,  and  noticing  what  changes  take  place  in  consequence 
in  the  animal  metabolism.  In  this  way  we  might  hope,  in 
the  first  instance,  to  decide  whether  the  constituents  of  bile, 
the  biliary  acids  and  pigments,  are  formed  in  the  liver  or  are 
conveyed  to  it  by  the  blood.  If  the  latter  were  the  case,  the 
liver  would  be  only  an  excretory  organ,  and  its  extirpation 
would  cause  an  accumulation  of  the  biliary  constituents  in 
the  blood  and  in  the  organs. 

We  have  already  seen,  when  discussing  the  question  as 
to  the  locality  of  the  formation  of  hippuric  acid,  that  frogs 
survive  the  extirpation  of  the  liver  for  several  days,  but  the 
experiments  which  have  been  carried  out  with  reference  to 
the  present  question,  have  been  inconclusive,  because  the 
inquirers  were  unable  to  overcome  the  difficulties  which 
present  themselves  in  the  endeavour  to  demonstrate  the 
constituents  of  bile  in  the  organs  of  the  frog.* 

I  have  already  repeatedly  mentioned  that,  on  account  of 
the  accumulation  of  blood  in  the  portal  system  after  extirpa- 
tion or  isolation  of  the  liver  in  mammals,  this  operation  has 
not  as  yet  been  successful  in  them  (p.  314).  In  discussing 
the  formation  of  uric  acid,  we  have  seen  that  this  difficulty 
does  not  present  itself  in  birds,  owing  to  their  possessing  a 
normal  communication  between  the  portal  and  renal  veins 
(p.  343).  Naunyn,  Stern,  and  Minkowski  have  utilized  this 
circumstance,  in  order  to  determine  the  question  as  to  the 
seat  of  the  formation  of  the  biliary  constituents  in  birds. 

*  These  experiments  are  criticized  by  Hans  Stern,  Arch.  f.  exper.  Path,  u 
Pharm.,  vol.  xix.  pp.  42-44:  1885.    None  of  the  experimentors  has  proved  by 
control-experiments,  that  he  can  demonstrate  smaU  quantities  of  biliary  con- 
stituents in  frogs'  tissue. 
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Stern  *  ligatured  the  bile-ducts  and  all  the  vessels  passing 
to  the  liver  in  pigeons,  including  not  only  the  portal  vein 
and  the  hepatic  artery,  but  also  the  small  veins.  After 
from  ten  to  twenty-four  hours,  the  animals  "were  bled  to 
death.    No  secretion  of  urine  had  taken  place  after  the 
operation,  as  renal  activity  always  ceases  in  pigeons  after 
ligaturing  the  liver. t    If  the  biliary  constituents  were  formed 
outside  the  liver,  they  would  now  accumulate  in  the  blood 
and  in  the  tissues,  as  they  would  have  no  exit.    Stern  paid 
special  attention  to  the  biliary  pigment,  which  is  easily  de- 
monstrable ;  but  it  was  nowhere  to  be  found,  not  even  in 
the  serum,  on  the  application  of  Gmelin's  very  delicate  test, 
nor  in  any  tissues  or  organs ;  there  was  no  icteric  discoloura- 
tion anywhere.    On  the  other  hand,  if  in  pigeons  the  bile- 
ducts  only  were  hgatured,  biliary  pigment  was  found  after 
an  hour  and  a  half  in  the  urine,  and  with  perfect  certainty 
in  the  serum  after  five  hours.    It  follows,  from  these  valuable 
inquiries,  that  the  colouring  matter  of  bile  is  formed  in  the 
liver. 

The  same  appHes  to  biliary  acids.  This  has  already 
been  proved  by  an  inquiry  carried  out  by  Pleischl  $  in  Lud- 
wig's  laboratory.  Biliary  acids  cannot  be  shown  to  exist  in 
normal  blood.  §  If  the  bile-duct  be  ligatured,  the  biliary 
constituents  pass  into  the  lymphatics  of  the  liver,  and 
thence  direct  through  the  thoracic  duct  into  the  blood.  If, 
after  ligaturing  the  bile-duct,  a  canula  be  introduced  into  the 
thoracic  duct,  so  as  to  collect  the  chyle,  bile-acids  may  be 

*  Hans  Stern,  Arcli.f.  exper.  Path.  u.  Pharm.,  vol.  xix.  p.  39:  1885. 

f  Fowls,  ducks,  and  geese  continue  to  secrete  urine  after  the  liver  has  been 
ligatured  and  extirpated  (Minkowski  and  Naunyn,  Arch.  f.  exper.  Path.  u. 
Pharm.,  vol.  xxi.  p.  3 :  1886). 

X  E.  Fleischl,  Ber.  d.  h.  Bachs.  Ges.  d.  Wissensch.,  Math,  physikal.  Classe, 
Sitzung  vom  8  Mai,  p.  42  :  1874.    Vide  also  Kufiferath,  Du  Bois'  Arch.,  p.  92  : 

1880.  .  , 

§  We  must,  however,  assume  that  traces  of  biliary  acids  do  occur  in  normal 
blood,  as  they  are  absorbed  from  the  intestine.  DragendorfT  (Zeitschr.  f.  anal. 
Ghem.,  vol.  xi.  p.  4(J7  :  1872 ;)  aud  Job.  Houe  (Dissert.  :  Dorput,  1873)  found 
traces  in  normal  human  uriue. 
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shown  to  be  contained  in  it.  If  the  bile-duet  and  the 
thoracic  duct  be  ligatured  at  the  same  time,  the  latter  becomes 
distended  with  lymph,  but  no  trace  of  bile-acids  can  be  found 
in  the  blood. 

The  observations  of  Minkowski  and  Naunyn*  perfectly 
harmonize  with  the  results  obtained  by  Fleischl,  as  the 
former,  after  shutting  out  the  liver  from  the  circulation,  were 
never  able  to  prove  the  existence  of  bile-acids  in  the  blood. 

We  are,  therefore,  certain  that  the  specific  constituents 
of  the  bile-acids  and  pigments  are  formed  in  the  liver. 

We  now  come  to  the  question  as  to  the  origin  of  the 
specific  biliary  constituents.    With  regard  to  the  biliary 
acids,  their  nitrogenous  moieties,  glycocoll  and  taurin,  are 
doubtless  derived,  as  I  have  already  shown  (pp,  209,  363), 
from  albumen.    Cholalic  acid,  which  is  non-nitrogenous,  does 
not  necessarily  originate  in  the  same  material.     It  is  con- 
ceivable that  it  may  be  derived  from  another  source,  and 
subsequently  combine  with  the  nitrogenous  compounds  by  a 
process  of  synthesis,  with  loss  of  water ;  this  would  be 
entirely  analogous  to  the  mode  of  formation  of  hippuric  acid. 
We  should  note  the  small  amount  of  hydrogen  contained  in 
cholalic  acid  (pp,  208,  209),     If  it  be  formed  from  fats  or 
carbohydrates,  the  carbon  atoms  of  the  molecule  must  become 
linked  by  two  bonds  of  affinity  instead  of  one,  as  in  the  case 
of  these  two  classes.    This  would  only  be  a  further  proof  that 
syntheses  occurring  in  the  animal  are  as  complicated  as  those 
occurring  in  the  vegetable  cell. 

The  colouring  matter  of )  bile,  bilirubin  (vide  p.  210), 
almost  certainly  arises  from  the  colouring  matter  of  the  blood, 
hsematin.    The  following  facts  support  this  view. 

Biliary  pigments  are  only  found  in  animals  whose  blood 
contains  hemoglobin,  i.e.  the  vertebrata.  The  invertebrata 
have  not  hitherto  been  shown  to  possess  them.    It  might  be 

*  Minkowski  and  Naunyn,  Arch.  f.  exper.  Path.  u.  Pharm.,  vol.  xxi.  p.  7 : 
1886.  ^ 
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objected  that  this  depends  upon  some  other  peculiarity  of  the 
vertebrata,  as  blood-cells  containing  hoBmoglobin  are  not  the 
sole  feature  which  distinguishes  the  vertebrata  from  the  in- 
verfcebrata.  With  regard  to  this,  it  is  interesting  to  observe 
that  the  amphioxus,  which  has  no  red  blood-corpuscles,  but 
which,  from  its  whole  structure,  belongs  to  the  vertebrata, 
forms  no  bile-pigment.  Hoppe-Seyler  *  has  searched  for 
it  without  success.  It  is  well  known  that  the  liver  of  the 
amphioxus  is  a  mere  csecal  appendage  of  the  intestine,  the 
gland  being  only  indicated  as  in  the  embryos  of  the  higher 
vertebrata. 

It  is  almost  certain  that  there  is  a  genetic  relation 
between  bile-pigments  and  hsematin,  if  we  compare  their 
constituents  (compare  pp.  58-59,  210,  250)  : 

Haematin        . .       . .       . .  C32H32N404Fe. 

Bilirubin         . .        . .        . .  C32H36N4O6. 

Biliverdin       . .       . .       . .  C32H36N4O8. 

The  following  fact  may  also  be  brought  forward  as  an 
argument :  in  extravasations  of  blood,  the  colouring  matter  of 
the  blood  disappears,  and  in  place  of  it  we  find  a  crystallized 
pigment,  which  Virchow  t  was  the  first  to  examine  carefully, 
and  named  hfematoidin.j  The  same  writer  pointed  out  its 
resemblance  to  bile-pigment. §  Subseq^uently  Eobin,||  Jaffe,ir 
and  Salkowski  **  proved  the  identity  of  haematoidin  and  bili- 
rubin. Langhans  If  took  the  blood  from  the  vein  of  a  living 
pigeon  and  injected  it  under  the  skin  of  the  same  animal; 
after  two  or  three  days  the  colouring  matter  of  the  blood 

*  Hoppe-Seyler,  Pfluger's  Arch.,  vol.  xiv.  p.  399  :  1877. 
t  Virchow  in  hia  Arch.,  vol.  i.  pp.  379,  407 :  1847. 
X  Vii-chow,  loo.  cit,  p.  445. 
§  Ibid.,  loc.  cit,  p.  431. 

II  Eobin,  Compt.  rend.,  t.  xli.  p.  506 :  1855.  Eobin  obtained  8  grms.  of  hsema- 
toidin  crystals  from  an  hepatic  cyst,  and  analyzed  them. 
%  Jaffe',  Virchow's  Arch.,  vol.  xxiii.  p.  192  :  1862. 

*♦  E.  Salkowski,  Hoppe-Seyler's  Med.  Chem.  Unters.,  Heft  iii.  p.  436:  1868. 
tt  Th.  Langhans,  Virchow's  Arch.,  vol.  xlix,  p.  66 :  1870. 


METABOLISM  IN  THE  LIVEK — BILE-PIGMENTS.  377 

had  disappeared  from  the  subcutaneous  clot,  and  was 
replaced  by  bilirubin  and  biliverdin.  Quincke  *  performed 
the  same  experiment  on  dogs.  In  this  case  the  conversion 
occupied  mor'e  time;  the  bilirubin  did  not  appear  in  the 
subcutaneous  injection  before  the  ninth  day.  Corduaf 
injected  blood  into  the  abdominal  cavity  of  dogs,  and  found 
bilirubin  after  so  short  a  time  as  thirty-six  hours.  Finally, 
Eeckhnghausen  J  has  seen  bile-pigment  formed  in  the  blood 
of  frogs  outside  the  body,  after  from  three  to  ten  days. 

Our  clinical  experience  entirely  accords  with  these  experi- 
ments upon  animals,  for  we  see  that  after  haemorrhages  under 
the  most  varied  conditions  (in  cerebral  haemorrhage,  in 
pulmonary  infarcts,  in  haematocele,  in  extravasations  depend- 
ing upon  mechanical  injury,  in  abdominal  haemorrhages 
consequent  upon  extrauterine  pregnancy,  in  rupture  of  the 
ovary,  etc.),  urobilin  (vide  p.  358),  the  product  of  the  con- 
version of  bilirubin,  occurs  in  large  quantities  in  the  urine. § 

Bilirubin  is  sometimes  found  in  the  urine,  if  from  any 
cause  hasmoglobin  passes  out  of  the  blood-corpuscles  into 
the  plasma.  This  may  be  brought  about  by  the  injection  of 
water  in  large  quantity,  of  chloroform,  ether,  or  glycerin, 
into  the  blood,  or  merely  by  the  injection  of  a  solution  of 
haemoglobin.il  It  may,  however,  be  questioned  whether  the 
relation  is  as  simple  as  it  appears,  and  whether  the  bile- 
pigment  occurring  in  the  urine  is  formed  from  the  haemo- 

*  H.  Quincke,  Viichow's  Arch.,  vol.  xcv.  p.  125 :  1884. 

t  Herm.  Cordua,  "  Ueber  den  Eesorptionsmechanismus  voa  Blutergiissen : " 
Berlin,  Hirschwald,  1877. 

t  Keckliiighausen,  "Handbh.  der  allgem.  Patliolog.  d.  Kreislaufea  und  der 
Emahrung,"  p.  434  :  Stuttgart,  Enke,  1883. 

§  E.  voa  Bergmann,  "Die  Hirnverletzungen  mit  allgeraeinen  und  mit 
Herdsymptoraen,"  in  R.  Volkraanu's  Sammlung  Minischer  VoHrdge,  No.  190  : 
Leipzig  Breitkopf  and  Hiirtel,  1881:;  B.  Dick,  Arch.  f.  Gyndlwlogie,  vol.  xxiii. 

p.  1  •  loo4. 

II  Kuline.  Virchow's  Arch.,  vol.  xiv.  p.  338:  1858.    M.  Hermann,  "  De 
effectu  sanguinis  diluti  in  seoretionem  urinae,"  Dissert  inaug.  :  Beroliai,  1859 
H  im'  P-  ^1  =  Tarohauoflf,Pliuger'8  Arch.,  voL 
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globin  that  has  passed  into  the  plasma  within  the  circulation. 
The  connection  is  probably  one  of  an  indirect  character.* 
The  presence  of  haemoglobin  in  the  plasma  sometimes 
only  causes  haemoglobinuria,  sometimes  both  hsemoglobinuria 
and  bilirubinuria,  or,  again,  bilirubinuria  alone  ;  sometimes 
neither  of  these  occurs.  We  have  not  yet  satisfactorily 
settled  the  conditions  under  which  the  unaltered  colouring 
matter  of  blood  or  its  product  is  found  in  the  urine. 

We  have  seen  that  bile-pigment  is  normally  formed  in 
the  liver,  but  the  observations  made  upon  extravasations  of 
blood  show  that  in  abnormal  conditions  it  may  also  arise 
elsewhere.     Hence  it  has  been  asked  whether  the  bile- 
pigment  occurring  in  jaundice  is  invariably  formed  in  the  liver. 
The  most  frequent  cause  of  jaundice,  which  is  characterized 
by  the  appearance  of  bile-pigment  in  the  tissues  and  in  the 
urine,  is  well  known  to  be  a  narrowing  or  a  complete  occlusion 
of  the  bile-ducts.    This  generally  occurs  at  the  orifice  of  the 
common  bile-duct,  in  consequence  of  catarrh  of  the  duodenum, 
or  from  the  presence  of  biHary  calculi,  tumours,  and  the  like. 
In  this  way  the  bile  is  blocked  up,  and  reaches  the  lymphatics 
of  the  liver,  passes  into  the  blood  through  the  thoracic  duct, 
and  thus  into  all  the  tissues  and  the  urine.    We  term  this 
form,  obstructive,  mechanical,  or  hepatogenous  jaundice.  In 
contrast  to  this,  an   an-hepatogenous,  hsematogenous,  or 
chemical  jaundice  t  has  been  assumed,  which  was  attributed 
to  a  conversion  of  the  colouring  matter  of  blood  into  bile- 
pigment  outside  the  liver.    A  case  was  assigned  to  the  latter 
class  when  no  definite  lesions  could  be  discovered  in  the  liver, 
and  when,  the  flow  of  bile  into  the  intestine  being  apparently 
unchecked,  the  fseces  did  not  exhibit  the  "clay  colour" 
characteristic   of  jaundice   (compare  p.   215);  moreover, 

*  Vide  E.  Stadelraann,  Arch.  f.  exper.  Path.  u.  Pharm.,  vol.  xv.  p.  337 :  1882 
t  H.  Quincke,  Virchow's  ArrJi.,  vol.  xcv.  p.  125  :  1884.    Minkowski  and 
Naunyn,  Arch.  f.  exp.  Path.  u.  Pharm.,  vol.  xxi.  p.  1 :  1886.    A  critical  account 
of  the  comprehensive  literature  on  the  various  forms  of  jaundice  is  given  by 
these  authors. 
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certain  forms  of  poisoning,  as  from  arseniuretted  hydrogen, 
chloroform,  ether,  fungi,  and  certain  severe  infective  diseases, 
like  typhus,  malaria,  pytemia,  gave  countenance  to  this 
view.  In  many  of  these  cases,  a  passage  of  hasmoglobin 
from  the  blood-corpuscles  into  the  plasma  could  be  directly 
shown  under  the  microscope.  Stromata  were  also  occasionally 
found  in  the  blood,  and  haemoglobin  was  seen  to  pass  into 
the  urine.  It  was,  therefore,  considered  that  in  these  cases 
a  portion  of  the  haemoglobin,  which  had  passed  into  the 
plasma,  had  been  converted  into  bilirubin  outside  the  liver. 

One  might  have  expected  to  be  able  to  distinguish  the  two 
forms  of  jaundice  by  the  passage  of  the  biliary  acids  into  the 
urine,  together  with  the  bile-pigments  in  obstructive  but  not 
in  haematogenous  jaundice.  But  it  is  manifest  that  the  bile- 
acids  are  speedily  destroyed  after  their  passage  into  the  blood; 
even  in  undoubted  obstructive  jaundice,  their  presence  in  the 
urine  can  sometimes  not  be  traced.  On  the  other  hand,  they 
are  sometimes  discovered  in  small  quantities  in  normal  urine 
(compare  p.  374,  note  §).  Large  quantities  of  bile-acids  in  the 
urine  certainly  allow  us  to  conclude  that  we  have  to  do  ,with 
obstructive  jaundice ;  but  their  absence  does  not  justify  the 
inference  that  we  have  to  deal  with  the  haematogenous  form. 

.  More  recent  research  has  proved  that  there  is  not  at 
present  any  sound  basis  for  the  conclusion  that  the  bile- 
pigment  occurring  in  jaundice  has  any  other  source  than  the 
liver. 

Minkowski  and  Naunyn*  removed  the  liver  of  a  goose, 
and  immediately  exposed  it  and  a  healthy  goose  to  the 
influence  of  arseniuretted  hydrogen.  After  half  an  hour, 
the  control  goose  evacuated  urine  containing  biliverdin  in 
considerable  quantities,  and  which  continued  to  be  secreted 
for  two  days.  On  the  other  hand,  the  urine  of  the  goose 
without  the  liver  at  first  only  showed  a  minute  quantity  of 

*  Minkowski  and  Naunyn,  he.  cit.,  p.  18.    Compare  also  Valontini,  Archf. 
ezper.  Path.  u.  FJtarm.,  vol.  xxiv.  p.  412  :  1888. 
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biliverdin ;  but  after  half  an  hour's  exposure  to  the  poison, 
haemoglobin  appeared  in  the  urine,  and  the  urine  subsequently 
discharged  was  perfectly  free  from  bile-pigment.  The  blood 
also  contained  neither  bilirubin  nor  biliverdin.  It  is,  there- 
fore, extremely  probable  that  the  bile-pigment  appearing  in 
the  urine  after  poisoning  with  arseniuretted  hydrogen  has 
its  source  in  the  liver. 

According  to  my  view,  every  form  of  jaundice  is  induced 
by  obstruction.  We  must  not  forget  that  it  is  not  necessary 
that  the  larger  bile-ducts  should  be  completely  obstructed, 
to  ensure  the  passage  of  bile  into  the  blood.  The  slightest 
disturbance,  the  least  arrest  of  the  flow  from  the  primary  bile- 
ducts,  suffices  to  induce  it. 

So  long  as  there  is  an  unimpeded  flow  into  the  intestine, 
the  biliary  colouring  matter  follows  this  route,  and  does  not 
pass  into  the  urine.  Tarchanoff  injected  a  solution  of  bUe- 
pigment  directly  into  the  blood  of  a  dog  with  a  biliary 
fistula,  and  found  an  increased  secretion  of  bile-pigment 
in  the  bile  which  proceeded  from  the  fistula ;  but  there  was 
none  in  the  urine.*  We  may  therefore  assume  that,  whenever 
biliary  colouring  matter  occurs  in  the  urine,  it  is  a  sign  of 
biliary  obstruction.  The  bile-pigment  which  is  formed  in 
extravasations  of  blood  reappears,  as  already  said,  not  in 
its  original  form,  but  reduced  to  urobilin,  in  the  urine.  We 
need  not  be  surprised  at  such  a  reduction  taking  place  in 
the  tissues,  as  we  know  from  the  researches  of  Ehrlich  that 
very  energetic  processes  of  reduction  occur  in  many  organs 
and  tissues. t  Ehrlich  injected  into  living  animals  blue 
colouring  matters,  as  alizarin  blue,  indophenol  blue,  which 
are  decolourized  by  the  withdrawal  of  oxygen.  These  colouring 

*  Tarchanoff,  Pflugei's  Arch.,  vol.  ix.  p.  332 :  1874.  Adolf  Vossius  has  con- 
firmed these  results  by  fresli  experiments  (Arch.  f.  exper.  Path.  u.  Pharm.,  vol. 
xi.  p.  446 :  1879).  Vide  also  A.  Kunkel,  Virchow'a  Arch.,  vol.  Ixsix.  p.  463 : 
1880. 

t  P.  Ehrlich, "  Das  Sauerstoffbedurfniss  des  Orgauismus : "  Berlin,  Hirschwaia, 
1885. 
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matters  circulated  in  the  blood-plasma  without  being  altered. 
But  in  certain  tissues,  especially  in  the  connective  and 
adipose  tissues,  they  were  decolourized.  When  a  section 
was  made  into  the  tissues,  they  at  first  appeared  colourless ; 
the  blue  colour  did  not  appear  until  the  oxygen  of  the  air 
had  operated  for  some  time.  Possibly  the  reducing  power  of 
the  tissues  explains  the  increased  excretion  of  urobilin  which 
accompanies  the  fading  of  jaundice.  The  bilirubin  which  had 
penetrated  the  tissues  during  the  biliary  obstruction  now 
returns  to  the  blood  as  urobilin,  and  passes  out  through  the 
kidneys  into  the  urine.* 

The  obstruction  of  the  bile  which  occurs  in  the  jaundice 
resulting  from  poisoning  by  arseniuretted  hydrogen  is  probably 
caused  in  the  following  manner.  There  is  an  increased 
secretion  of  bile,  for  the  intestine  in  the  poisoned  animals  is 
loaded  with  bile.  It  is,  therefore,  perfectly  plausible  to 
assume  that  the  copious  inspissated  bile  cannot  discharge 
itself  quickly  enough,  and  that  this  alone  suffices  to  induce 
obstruction ;  f  for  the  pressure  in  the  bile-ducts  is  very  slight, 
and  is  counteracted  by  a  trifling  resistance.  J  Stadelmann  § 
has  convincingly  shown  that  the  jaundice  resulting  from 
poisoning  by  arseniuretted  hydrogen  or  toluylendiamin  is 
due  to  obstruction.  When  dogs  with  biliary  fistulse  were 
poisoned  with  these  substances,  there  was  a  great  increase  of 
bile  in  the  secretion,  which  was,  moreover,  very  thick  and 
tenacious.  They  never  found  catarrh  of  the  duodenum, 
nor  occlusion  of  the  common  bile-duct,  in  their  numerous 
autopsies.  It  was  palpable  that  jaundice  resulting  from  the 
action  of  toluylendiamin  was  due  to  obstruction,  from  the 

*  Vide  Kunkel,  loc.  cit.,  p.  463.    Compare  also  Quincke,  loo.  cit,  p.  138. 
t  Minkowski  and  Niiunyn,  loc.  cit.,  p.  12. 

t  Heidenhain,  in  Hermann's  "Handb.  d.  Physiol.,"  vol.  v.  part  i.  p  268- 
Leipzig,  Vogel,  1883.  ^ 

§  E.  Stadelman,  Arch.  f.  exper.  Path.  u.  Pharm.,  vol.  xiv.  pp.  231  422  • 
1881;  vol.  XV.  p.  337:  1882;  vol.  xvi.  pp.  118.  221:  1883.  Compare  also 
Afanassiew,  Zeitschr.f.  Min.  Med.,  vol.  vi.  p.  281 :  1883. 
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simple  fact  that  large  quantities  of  biliary  acids  were  found  in 
the  urine.  In  the  jaundice  due  to  poisoning  by  arseniuretted 
hydrogen,  biliary  acids  were  also  sometimes  met  with  in  the 
urine  to  a  large  amount. 

We  may  now  dismiss  the  subject  of  jaundice  and  the 
formation  of  biliary  pigments  in  the  liver.  We  possess  no 
positive  knowledge  as  to  the  fate  of  the  iron  which,  in  the 
process  that  we  have  been  discussing,  must  be  detached  from 
the  hsematin.  We  find  very  numerous  combinations  of  iron  in 
the  liver,  in  which  the  iron  is  more  or  less  firmly  fixed ;  from 
very  simple  inorganic  forms,  such  as  oxide  and  phosphate  of 
iron,  and  organic  combinations  in  which  it  is  more  stable,  to 
those  in  which  the  iron  is  as  firmly  bound  as  in  haematin.* 
We  know  nothing  as  to  the  genetic  connection  of  these  com- 
pounds, which  have  scarcely  been  submitted  to  any  inquiry. 

As  already  mentioned,  the  formation  of  glycogen  is  one 
of  the  functions  of  the  liver.  The  reasons  why  we  are  com- 
pelled to  assume  that  the  sugar  which  passes  from  the 
intestine  into  the  portal  blood  is  deposited  in  the  liver  as 
glycogen,  have  already  been  given  (p.  219-220).  Glycogen 
plays,  in  the  metabolism  of  animals,  a  part  similar  to  that 
which  belongs  to  starch  in  the  metamorphosis  of  plants :  it 
is  the  form  in  which  the  excess  of  carbohydrates  is  stored  up 
in  the  organism  for  future  use. 

Glycogen  t  is  distinguished  from  starch  by  its  property 

*  Vide  St.  Sz.  Zaleski,  Zeitschr.f.  phijsiol.  Chem.,  \ol.  x.  p.  453:  1886,  where 
a  full  account  of  the  literature  on  the  relations  of  iron  in  the  liver  is  given. 
Compare  also  the  interesting  illustrations  of  the  microscopical  preparations  in 
the  -work  of  Minkowski  and  Naunyn,  loc.  cit. 

t  CI.  Bernard  (Gaz.  m€d.  de  Paris,  No.  13:  1857;  Compt.  rend.,t  xliv.  p. 
578-  1857)  and  V.  Hensen  (Virchow's  Arch.,  vol.  xi.  p.  395:  1857)  each  dis- 
covered glycogen  independently  of  the  other,  and  isolated  it  from  the  liver. 
Briicke  (Sitzungsher.  d.  Wien.  Akad.,  vol.  Ixiii.  part  2,  p.  2U  :  1871)  has  shoTs  n 
a  method  for  the  quantitative  estimate  of  glycogen.  Vide  also  O.  Nasse, 
Pfluger's  Arch.,  vol.  xxiv.  pp.  1-114 :  1881 ;  R.  Bbhm  and  Fr.  A.  Hofmann,  Arcli. 
f  exper.  Path.  u.  Pharm.,  vol.  vii.  p.  489:  1877  ;  vol.  vm.  pp.  2,1.  .^/S:  IS/S; 
vol  X  p  12-  1879;  Ptiuger's  Arch.,  vol.  xxiii.  pp.  44.  205:  1880.  Compare  a  so 
Kulz,  Pfluger's  Arch.,  vol.  xxiv.  pp.  1-114:  1881,  for  a  complete  account  of  the 
literature  on  the  subject. 
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of  swelling  up  and  being  apparently  dissolved  in  cold  water. 
The  solution  is,  however,  never  clear,  but  opalescent  and  not 
diffusible.  Glycogen,  therefore,  in  this  respect  resembles  the 
colloid  gummy  carbohydrates,  dextrin,  arabin,  bassorin,  and 
the  like ;  but  it  is  more  complicated  than  dextrin,  as  this  is 
obtained  by  the  decomposition  of  glycogen.  It  yields  products 
similar  to  those  derived  from  starch  when  broken  up,  and  is 
probably  of  as  complex  a  nature. 

There  is  no  room  for  the  storage  of  the  whole  excess  of 
carbohydrates  in  the  liver.     The  liver  of  mammals  rarely 
yields  as  much  as  10  per  cent,  of  glycogen,  and  generally  much 
less.    The  human  liver,  therefore,  which  weighs  1500  grms., 
contains  at  most  150  grms.  of  glycogen.  After  a  meal  in  which 
carbohydrates  have  been  copiously  consumed,  much  larger 
quantities  often  pass  into  the  portal  vein  within  a  few  hours, 
and  we  must  bear  in  mind  that  at  the  commencement  of  a 
meal  the  liver  contains  some  glycogen.     It  only  becomes 
perfectly  free  from  glycogen  after  several  weeks'  starvation. 
A  large  portion  of  the  sugar,  derived  from  the  intestine,  must 
therefore  pass  through  the  liver.    But  as  the  amount  of 
sugar  in  the  blood  does  not  rise  after  a  diet  rich  in  that 
substance,  the  sugar  must  be  deposited  in  other  organs  than 
the  liver.    We  do,  in  fact,  know  that  the  muscles  contain 
glycogen.*    The  percentage  amount  of  this  carbohydrate  in 
the  muscles  is  much  smaller  than  that  in  the  liver,  and  seems 
to  vary  in  different  animals ;  the  muscles  at  the  most  contain 
1  per  cent.,  generally  less  than  ^  per  cent.    Bohm  f  found 
the  absolute  quantity  contained  in  the  muscles  of  the  cat 
nearly  as  large  as  that  in  the  liver.    The  muscles  of  a  horse, 

•  The  occurrence  of  glycogen  in  the  muscles  was  diacovered  by  Bernard 
iComft.  rend.,  t.  xlviii.  p.  683:  1859)  and  by  O.  Nasse  (Pfliiger's  Arch,  vol  ii 
p.  97:  18G9;  and  vol.  xiv.  p.  482:  1877).  A  r<Jsum^  of  the  first  accounts  of 
glycogen  m  muscle  is  given  by  B.  Kulz,  loc.  oit,  p.  42.  Glycogen  in  small 
quantities  is  also  present  in  other  organs.  Compare  M.  Abelos,  Cenlralh.  f  d. 
rned.  TFm.,  p.  449:  1885. 

t  K.  Bohm,  Pfluger's  Aroh.,  vol.  xxiii.  p.  51 :  1880. 
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after  nine  days'  starvation,  still  contained  from  1  to  2*4  per 
cent,  glycogen.*  As  we  shall  see  directly,  glycogen  is  the 
material  of  muscular  work.  It  disappears  entirely  from  the 
muscles  and  liver  after  fatigue  and  want  of  food ;  t  and 
sooner  from  the  liver  than  the  muscles. t  It  may  be  taken 
as  a  fact  that  the  organs  which  are  at  rest  give  up  their 
store  of  glycogen  to  those  that  are  working,  when  there  is  an 
insufficient  supply  of  food. 

It  is  probable  that  glycogen  is  conveyed  from  one  part  of 
the  system  to  another  in  the  form  of  grape-sugar.  When 
broken  up  by  ferments,  glycogen  is  converted,  in  the  first 
instance,  into  a  carbohydrate  resembling  dextrin,  and  into  a 
variety  of  sugar  resembling  maltose.  §  But  in  the  living 
body,  the  passage  of  the  glycogen  from  the  tissues  into 
the  blood,  causes  a  further  advance  in  this  change,  and  the 
glycogen  is  as  completely  converted  into  molecules  of  grape- 
sugar  as  it  would  be  by  boiling  with  dilute  sulphuric  acid. 
The  majority  of  inquirers  have  been  unable  to  show  the 
presence  of  glycogen  or  of  any  colloid  carbohydrates  in  the 
blood.  11 

Glycogen  is  not  only  a  source  of  power  for  the  muscles ; 
it  is  likewise  a  source  of  heat.  If  we  lower  the  temperature 
of  a  rabbit  by  cold  baths  and  cold  air,  all  but  minute  traces  of 

*  G.  Aldehoff  (Kulz's  laboratory),  Zeitschr.  f.  Biolog.,  vol.  xxv.  p.  Ifi2 :  1888. 

t  B.  Luchsinger,  "  Experimentelle  und  kritiscLe  Beitrage  zur  Physiologie 
nnd  Pathologie  des  Glycogens,"  Vierteljahrschr.  der  Ziiricher  naturforschenden 
Gesellschaft :  1875.  See  also  Pfliiger's  Arcli.,  vol.  xviii.  p.  472:  1878.  G. 
Aldehoff,  Zeitschr.  f.  Biolog.,  vol.  xxv.  p.  137:  1889. 

X  Aldehoff,  lac.  cit. 

%  O.  Nasse,  Pfluger's  Areli.,  vol.  xiv.  p.  478:  1877;  Musculus  and  von 
Mering,  Zeitschr.  f.  physiol.  Ghem.,  vol.  ii.  p.  413 :  1878 ;  E.  Kulz,  loc.  cit., 
pp.  52-57  and  81-84. 

II  O.  Nasse,  "  De  materiis  araylaceis,  num  in  sanguine  animalium  inveniantur, 
disquisitio,"  Dissert.:  Halle,  1866;  Hoppe-Seyler,  "  Pliysiol.  Chem.,"  p.  406: 
Berlin  1881.  Salomon  comes  to  different  conclusions  (De!(/sc7jem^'d.  Wochenschr., 
No.  35 :  1877).  Frerichs  ("  Ueb.  d.  Diabetes,"  p.  6  :  Berlin,  1884)  also  comes  to 
the  conclusion  that  there  is  constantly  a  small  amount  of  glycogen  in  the  blood, 
for  the  most  part  contained  in  the  white  blood-corpuscles.  This,  however,  is  not 
a  peculiarity  of  leucocytes,  .but  is  probably  common  to  all  cells. 
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the  glycogen  is  found  to  have  disappeared  from  the  liver  after 
a  few  hours.*    Starvation  deprives  warm-blooded  animals 
more  rapidly  of  their  glycogen  than  cold-blooded  animals, 
and  among  the  former  small  animals  with  a  relatively  large 
surface  lose  it  sooner  than  the  bigger  ones.f   Starving  rabbits 
lose  their  glycogen  in  from  four  to  eight  days  ;  dogs  not  before 
two  or  three  weeks  ;  frogs,  in  summer,  after  from  three  to  six 
weeks.    Frogs  which  have  had  no  food  during  the  whole 
winter  do  not  show  an  entire  absence  of  glycogen  until  the 
spring.     Hibernating  mammals  are  equally  slow  in  con- 
suming their  store  of  glycogen-^ 

If  we  introduce  carbohydrates  into  the  stomach,  or 
directly  into  the  blood  of  rabbits,  whose  liver,  after  six  days 
of  starvation,  has  been  rendered  quite  free  from  glycogen,  a 
large  amount  of  glycogen  is  found  in  the  liver  after  a  few 
hours.  § 

It  is  probable  that  the  glycogen  stored  in  the  liver  and 
the  muscles  is  not  derived  exclusively  from  the  carbohy- 
drates  of  the  food.  It  appears  that  the  albuminous  and 
gelatmous  substances  of  the  food  also  take  part  in  the  for- 
mation of  glycogen.  Animals  that  have  been  exclusively 
fed  for  a  considerable  period  on  lean  meat,  exhibit  large 
stores  of  glycogen  in  their  liver  and  muscles.  Naunyn  ||  fed 
fowls  for  a  long  time  (in  one  experiment  for  six  weeks) 
exclusively  on  muscle,  which  had  been  stewed  down  and 
squeezed  out,  and  therefore  was  almost  entirely  free  from 
carbohydrates,  and  he  then  found  large  quantities  of  glycogen 

Holi^];:i7:itpt;?-;l;   ^;     ^^^^  ^^^^  ^^^^  --^ 

+  -n  T    u  V  -P''«™->  vol.  viii.  p.  295  :  1878. 

T  a.  Luchsinger,  loc.  cit. 

C.  Aeby,  Arch./  exper   p'''^^''';'^^  m.  p.  223:  1857; 

§  E.  Kulz,  Pflugcr's  Aroh.,yo].  xxiv  nn   l_io.  iqqi  rp, 

periments  of  a  mmilar  uature  made  by  e^iier  ^nthl;  , 
II  Tj  AT  ,    ,  <^i'iier  authors  are  given  herfl 

II  B.  Nauny,,  Arch./,  exper.  Fath.  u.  Fkarm.,  vol.  iii.  p.  94  1875. 

2  c 
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(as  much  as  to  3*5  per  cent.)  in  the  liver.  Von  Mering  *  fed 
a  dog,  which  had  been  previously  starved  for  twenty-one 
days,  for  four  days  exclusively  on  washed  bullock's  fibrin. 
The  animal  was  killed  six  hours  after  it  had  been  last  fed, 
and  the  liver,  which  weighed  540  grms.,  contained  16-3  grms. 
of  glycogen.  A  control  animal  of  nearly  the  same  size  showed, 
after  twenty-one  days  of  starvation,  0-48  grm.  of  glycogen  in 
the  liver.  It  would  necessitate  very  forced  modes  of  ex- 
planation to  assume  from  these  and  many  other  similar 
experiments,  that  the  glycogen  did  not  arise  from  the 
albumen. 

We  may  also  quote,  in  support  of  the  view  that  carbo- 
hydrates are  formed  from  albumen,  the  fact  that  in  the  severe 
form  of  diabetes  mellitus,  under  a  protracted  and  exclusive 
flesh-diet,  the  secretion  of  sugar  does  not  cease,  and  that  the 
quantity  of  sugar  increases  in  proportion  to  the  amount  of 

albumen  consumed.! 

Von  Mering's  experiments  on  phloridzin  diabetes  are  well 
worth  mentioning.t    Phloridzin  is  a  glucoside,  found  in  the 
root  cortex  of  apple  and  cherry  trees.    If  we  administer  a 
certain  amount  of  this  to  a  dog  (1  grm.  for  every  kilogramme 
of  the  body-weight),  we  find,  after  a  few  hom-s,  sugar  in  the 
urine.    This  glycosuria  ceases  in  two  or  three  days,  and  we 
then  find  the  liver  and  muscles  totally  free  from  glycogen. 
If  we  now  administer  phloridzin  again,  we  find  a  still  larger 
amount  of  sugar  excreted.    Von  Mering  concludes  that  this 
must  proceed  from  proteid.    If  we  would  doubt  this,  we 
must  assume  that  the  sugar  has  been  formed  out  of  fat— an 

*  Von  Mering,  PflUger's  Arch.,  vol.  siv.  p.  282:  1877.  The  experiments 
made  on  thiB  Bubject  by  earlier  authors  are  appended  Fide  also  Benj  F.nn. 
VerUandl.  d.  pUysil.  med.  Ges.  .u  Wuniurg.  N.  F  vol.  xx.  He  t  :  u. :  18.0. 
and  S  Wolffberg,  Zeitschr.f.  Biolog.,  vol.  xu.  p.  310  (Exp.  4)  :  18/6 

+  VrMoring  "Tageblatt  der  49  Naturforscherversammluug  in  Hamburg 
summlSed  in  th^  Deufscne  Zeitscl..  f.  ,raU.  Med.,  No.  40  :  1876 :  and  No.  1.  : 
1877  •  Kiilz,  Arch./,  exper.  Path.  u.  Pharm.,  vol.  vi.  p.  140  :  187b. 

i  Von  Mering,  VerLdl.  d.  Congr.f.  inn.  Mediclru,  Fiinfter  Congress.  Wies- 
baden, p.  185 :  1886  ;_aud  Sechster  Congress,  Wiesbaden,  p.  d4J  :  ibS^ 
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assumption  for  which  we  have  not  up  to  the  present  the 

warrant  of  a  single  fact. 

It  is  doubtful  whether  glycogen  arises  from  the  fatty 

materials  of  food.  Almost  all  authors*  agree  that  the  gly- 
cogen of  the  liver  does  not  increase  in  amount  after  fatty 
food.  It  is,  however,  conceivable  that,  under  certain  con- 
ditions, the  fat  that  is  stored  up  in  the  tissues,  after 
previous  conversion  into  glycogen,  may  serve  as  material 
for  muscular  work.  But  the  possibility  of  the  converse 
process  must  also  be  borne  in  mind,  viz.  the  conversion  of 
glycogen  mto  fat.  We  shall  soon  have  occasion  to  see  that 
as  a  matter  of  fact,  carbohydrates  may  be  converted  in  the 
animal  body  into  fat. 


t 
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LECTUEE  XIX. 

THE  SOUTICE  OF  MUSCULAE  ENERG1.  . 

In  our  last  observations  on  the  formation  of  glycogen  and 
the  behaviour  of  carbohydrates  in  the  body,  I  repeatedly 
stated  that  glycogen  must  be  regarded  as  the  material  of 
muscular  work.  We  will  now  proceed  to  consider  the  facts 
which  have  led  to  this  view,  and  to  give  a  connected  account 
of  all  that  is  at  present  known  concerning  the  source  of 

muscular  energy. 

The  most  obvious  theory  that  the  source  of  muscular 
work  is  the  metabolism  of  those  substances  which  form  the 
main  constituents  of  muscle,  viz.  proteids,  was  obstina,tely 
maintained  by  Liebig  *  to  the  end  of  his  life.  This  teaching 
was,  however,  shown  to  be  erroneous  by  the  foUowmg  experi- 
ment:— 

Fick  and  Wislicenus  t  ascended  to  the  summit  of  the 
Faulhorn,  a  height  of  1956  metres  above  the  level  of  the 
sea.  The  urine  excreted  during  the  six  hours'  ascent  and 
for  the  succeeding  six  hours  was  collected,  and  the  nitrogen 
contained  in  it  was  estimated.     During  this  time,  and  for 

*  It  is  very  instructive  to  read  tte  original  works  in  which  the  reasons  adduced 
in  favour  of  and  against  Liebig's  doctrine  are  given.  To  this  end  we  recommend 
LiS'B  treatise.  "Ueber  die  Gahrung  und  die  Quelle  der  Muske  kraft  ^^d 
"i  !,  Irn-Ahmn£r-"  Liebig's  Ann.  d.  Cliem.  u.  Pharm.,  vol.  chu.  pp.  1  and  157, 

/vnHWnlv'  "TJeber  die  Entwickelung  der  Lehre  von  der  Quelle  der  Mus- 
llTat  ^n?  fnige?TbeUe  der  Ernahrung  seit  25  Jahren,"  Zeitecl../.  Biolo^, 
vol.  ^  p  305   1870.    The  older  literature  on  this  question  is  here  critically 

*''Ta.  Fick  and  J.  Wislicenus,  Vierteljahschr.  der  Ziiricher  naturforschenden  Ges.. 
vol.  X.  p.  317  :  1865. 
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twelve  hours  previous  to  the  commencement  of  the  experi- 
ment, only  non-nitrogenous  food,  starch,  fat,  and  sugar,  had 
been  taken.    The  consumption  of  proteid  was  calculated  from 
the  nitrogen  found  in  the  urine.    In  Fick  it  amounted  to 
38,  and  in  Wislicenus  to  37  grms.    From  the  amount  of  heat 
produced  by  the  combustion  of  the  carbon  and  hydrogen  in 
the  albumen,  a  maximal  value  *  was  deduced  for  the  heat- 
equivalent  of  the  albumen,  and  it  was  found  that  37  grms. 
of  albumen  yielded  250  units  of  heat,  which  corresponds  to 
106,000  kilogrammometers  of  work.    Wislicenus  weighed  76 
kgrms.    It  follows  that,  in  merely  raising  his  body  to  the 
summit  of  the  mountain,  he  had  done  work  amounting  to 
76  X  1956  =  148,656  kilogrammometers.    But  the  work  done 
during  the  ascent  was  really  much  greater ;  Fick  and  Wisli- 
cenus calculated  that  the  work  done  by  the  heart  and  by 
respiration  in  the  same  time  amounted  to  30,000  kilogram- 
mometers.   We  have  also  to  consider  that  even  on  level 
ground  every  step  entails  work,  which  is  converted  into  heat 
and  is  lost,  and  that  the  other  parts  of  the  body,  the  head 
and  arms,  are  moved  during  the  ascent,  etc.    It  follows  that 
much  more  work  had  been  done  than  would  be  covered  by 
the  potential  energy  contained  in  the  proteid  consumed.  The 
non-nitrogenous  constituents  of  nutrition  and  of  the  body 
must  therefore  have  been  utilized  as  sources  of  energy. 

The  view  that  proteid  is  the  exclusive  working  material 
of  muscle,  is  more  precisely  controverted  by  a  series  of  very 
careful  experiments  on  tissue-change.  These  show  that  the 
excretion  of  nitrogen  dm-ing  twenty-four  hours  of  extreme 
labour  is  as  great  as,  or  but  Httle  more  than,  in  a  quiescent 
state ;  but  that,  on  the  other  hand,  the  excretion  of  carbonic 
acid  and  the  absorption  of  oxygen  is  much  increased  on  the 
days  of  work,  and  that,  therefore,  during  muscular  work  non- 
nitrogenous  food  is  chiefly  consumed. 


much  too  high  is  evident  from  what 
I. 


we  have 
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Voit  *  was  the  first  to  carry  out  a  careful  experiment  of 
this  kind.  He  caused  dogs  to  run  in  a  large  tread-wheel.  On 
the  days  before  and  after  the  day  of  work,  the  animals  were 
quiescent  with  the  same  food.  Some  of  the  experiments 
were  made  on  fasting  animals.  The  output  of  nitrogen 
for  twenty-four  hours  was  accurately  determined,  and  it  re- 
sulted, from  two  experiments  with  fasting  animals,  that  the 
excretion  of  nitrogen  was  not  increased  on  the  working  days. 
In  two  other  experiments  with  a  fasting  animal,  and  in  two 
with  a  diet  of  lean  meat,  the  increase  was  very  slight. 

Quite  recently,  at  the  experimental  farm  of  Hohenheim, 
0.  Kellnerf  has  instituted  similar  experiments  on  horses. 
On  the  working  days,  he  found  a  greater  increase  in  the 
excretion  of  nitrogen  than  was  shown  in  the  experiments  of 
Voit.  It  was  only  when  very  large  quantities  of  carbo- 
hydrates were  given  to  the  horses  that  this  increase  failed. 

Pettenkofer  and  Voit  $  have  also  made  experiments  on 
man  to  determine  the  influence  of  work  upon  the  excretion 
of  nitrogen.  The  elimination  of  carbonic  acid,  and  indirectly 
the  amount  of  oxygen  consumed,  was  determined  at  the  same 
time  by  the  respiratory  apparatus.  They  found  that  on  the 
working  days  the  excretion  of  nitrogen  was  identical  with 
that  on  the  days  of  rest,  food  being  the  same.  The  amount 
of  sulphuric  and  phosphoric  acids  secreted  was  not  increased 
on  the  working  days,  but  the  excretion  of  carbonic  acid  and 
the  absorption  of  oxygen  rose  very  considerably. 

Lavoisier  §  had  already  shown  that  the  absorption  of 

*  C.  Voit,  "  Unt.  iiber  den  Einfluss  des  Kochsalzes,  des  Kaffees  und  der 
Muskelbewegungen  auf  den  Stoffwechsel,"  p.  153,  et  seq. :  Munolien,  1S60 ;  and 
Zeitschr.  f.  Biolog.,  vol.  ii.  p.  339  :  1866. 

t  0.  Kellner,  Landwirtliscliaftliche  Jalirbucher,  vol.  viii.  p.  701 :  1879 ;  aud 

vol.  ix.  p.  651 :  1880. 

t  Pettenkofer  and  Voit,  Zeitschr.  f.  Biolog.,  vol.  ii.  pp.  488-500 :  1866.  Com- 
pare also  Felix  Schenk,  Arch.  /.  exper.  Path.  u.  Pharm.,  vol.  ii.  p.  21 :  1874;  and 
Oppenheim,  Pfluger's  Arch.,  vol.  xxiii.  p.  484  :  1880.  (Compare,  in  reference  to 
Oppenheim's  work,  the  remarks  on  p.  185.) 

S  SoKuin  and  Lavoisier,  "  Premier  memoire  sur  la  respiration  des  anunaux, 
Mem.  de  I'acad.  des  sciences,  p.  185:  1789;  or  (Euvres  de  Lavoisier,  Pans, 
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oxygen  and  the  excretion  of  carbonic  acid  were  increased  by 
muscular  work.     Vierordt,*   Scharling,t  Ed.    Smitb,J  C. 
Speck,  §  and  others,  with  more  perfect  methods  of  investiga- 
tion, have  confirmed  this  discovery.     The  increase  in  the 
absorption  of  oxygen  and  in  the  excretion  of  carbonic  acid 
has  been  determined  not  only  by  the  investigation  of  the 
interchange  of  gases  in  the  respiratory  apparatus,  but  also 
by  a  comparative  determination  of  the  oxygen  and  the 
carbonic  acid  in  venous  blood,  taken  from  the  quiescent  and 
the  tetanized  muscle.    This  was  done  by  Ludwig  and  Sczel- 
kow,||  and  finally  in  a  masterly  inquiry  carried  out  in  Lud- 
wig's  laboratory  by  Max  von  Frey,ir  with  the  advantage  of 
all  the  perfected  technical  aids. 

From  the  experiments  that  have  been  quoted,  it  is 
apparent  that  muscle  chiefly  works  with  non-nitrogenous 
food,  and  carbohydrates  readily  suggest  themselves,  as  they 
are  invariably  stored  up  in  muscle  in  the  form  of  glycogen. 
CI.  Bernard,  the  discoverer  of  glycogen,  was  also  the  first 
to  observe  that  this  store  of  glycogen  disappears  during 
work.**  He  also  found  that  when  a  muscle  is  artificially 
brought  to  a  state  of  quiescence  by  division  of  its  nerve,  its 
glycogen  increases.  These  statements  of  Bernard  have  been 
subsequently  confirmed  by  many  experiments. ft    If  one  of 

Imprimerie  imperiale,  t.  ii.  pp.  688,  696 :  1862 ;  and  Lavoisier's  letter  to  Black, 
dated  November  19,  1790,  printed  in  the  «  Report  of  the  Forty-first  Meeting  of 
the  British  Assoc.  for  the  Adv.  of  Science,"  held  at  Edinburgh,  in  August  1871 
p.  191 :  London,  1872.  &     .  . 

*  Vierordt,  «  Physiologie  des  Athmens :  "  Karlsruhe,  1845. 

t  Scharling,  Ann.  d.  Qiem.  u.  Pharm.,VQl.  xlv.  p.  214:  1843  ;  Journ.f.prakt 
Chem.,  vol.  xlviii.  p.  435 :  1849. 

X  Ed.  Smith,  PMlos.  Trans.,  vol.  cxlix.  (2)  pp.  681,  715:  1859;  Medico- 
chirurg.  Trans.,  vol.  slii.  p.  91 :  1859. 

§  C.  Speck,  Schriften  der  Ges.  zur  Befdrderung  d.  ges.  Naturwissensch.  zu 
Marburg,  Yol.  x. :  1871;  Arch.  f.  ezper.  Path.  u.  F1iarm.,Yol.  ii.  p.  405:  1874. 

II  Ludwig  and  Sczelkow.  Wiener  Sitzungsber,  \o\.  xlv.  p.  171:  1862;  Zeitschr 
f.  rat.  Med.,  vol.  xvii.  p.  106:  1862. 

IF  Max  von  Frey,  Du  Bois'  Arch.,  pp.  519,  533 :  1885. 

**  CI.  Bernard,  Compt.  rend.,  t.  xlviii.  p.  683 :  1859. 

leJ^  ^-  ^'il"'  Pfliiger's  Arch.,  vol.  xxiv.  p  42  • 

1881 ;  and  Ed.  Marche',  Zeitschr.  f.  Biolog.,  vol.  xxv.  p.  163  •  1889 
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the  hind  legs  of  a  frog  be  tetanized,  it  is  always  found  to 
contain  less  glycogen  than  the  other,  which  has  been  at  rest. 

Kiilz  *  allowed  dogs  that  had  been  previously  well  fed  to 
starve  for  one  day,  and  on  this  day  to  drag  a  heavy  cart  for 
from  five  to  seven  hours.  The  dog  was  then  immediately  killed, 
and  the  amount  of  glycogen  in  his  liver  determined.  Of  five 
dogs  employed  in  this  experiment,  the  liver  in  four  showed 
that  all  but  mere  traces  of  glycogen  had  disappeared.  The 
liver  of  the  fifth,  which  was  distinguished  from  the  others 
by  being  old,  very  fat,  and  sluggish,  weighed  240  grms.,  and 
contained  0'8  grm.  of  glycogen.  I  have  previously  remarked 
that,  during  starvation  without  work,  glycogen  does  not  dis- 
appear from  the  liver  of  a  dog  until  the  third  week. 

Hence  there  can  be  no  doubt  that  carbohydrates  serve  as 
a  source  of  muscular  energy. 

However,  it  would  be  too  much  to  assume  that  carbo- 
hydrates are  the  sole  source  of  muscular  energy.  We  have 
just  become  acquainted  with  experiments  from  which  it 
appears  very  probable  that  glycogen  is  formed  from  albumen 
(pp.  385-386).  Hence  we  infer  that  albumen  may  also  serve  as 
a  source  of  muscular  energy.  It  is  a  fact  that  carnivora  may 
be  fed  for  a  long  time  exclusively  on  lean  meat,  without  impair- 
ing muscular  vigour.  I  cannot  conceive  any  explanation  of 
the  metabolism  of  the  animals  thus  fed,  without  assuming 
that  albumen  may  serve  as  a  source  of  muscular  power. 

Nor  is  it  improbable  that  fat  may  serve  for  the  same 
purpose.  It  would  not  be  difficult  to  determine  this  question 
by  experiments  upon  fasting  dogs.  Kiilz  has  abeady  shown 
that  a  fasting  dog  consumes  its  store  of  glycogen  on  the  very 
first  day  of  hard  work.  A  determination  of  the  excretion  of 
nitrogen  and  carbon  on  subsequent  days,  when  the  work  was 
continued,  would  afford  a  certain  reply  to  the  question  whether 
chiefly  albumen  or  chiefly  fat  supplies  the  animal  with 
working  power.    When  Voit  made  his  experiments  on  fasting 

*  E.  KUlz,  loc.  cit,  p.  45. 
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dogs,  the  animal  generally  worked  only  one  day  ;  in  one  of 
his  experiments,*  however,  the  work  was  continued  for  three 
successive  days,  and  they  had  been  preceded  by  three  fasting 
days,  without  work.  Kiilz's  dogs  worked  and  fasted  for  one 
day  only,  previous  to  which  they  had  been  supplied  with 
ample  food  for  some  days,  and  still  after  the  first  day  of  work 
their  glycogen  had  disappeared.  It  follows,  therefore,  that 
Voit's  dog  must  have  been  quite  free  from  glycogen  on  the 
second  and  third  days  of.  hunger  and  work.  Nevertheless 
there  was  only  a  trifling  increase  in  the  excretion  of  urea. 
I  think,  therefore,  it  must  be  concluded  from  this  experiment 
that  the  store  of  fat  in  this  dog  had  been  drawn  upon  to 
carry  on  its  muscular  work. 

I  hold  that  muscle  draws  its  energy  from  all  the  three 
main  classes  of  food.  We  might  assume  a  priori,  on  teleo- 
logical  grounds,  that  in  the  performance  of  its  most  important 
functions,  the  organism  is,  to  a  certain  extent,  independent 
of  the  quality  of  its  food.  As  long  as  non-nitrogenous  food 
is  supplied  in  adequate  quantity  or  is  stored  up  in  the 
tissues,  muscular  work  is  chiefly  maintained  from  this  store. 
When  it  is  gone,  the  proteids  are  attacked.  The  results 
obtained  from  the  above-mentioned  experiments  of  Kellner 
entirely  agree  with  this  statement ;  he  found  that,  in  the 
horse,  the  excretion  of  nitrogen  is  increased  by  muscular 
work  only  when  the  animal  does  not  receive  a  sufiacient 
supply  of  carbohydrates. 

It  has  often  been  surmised  that  muscular  energy  is  not 
derived  from  the  processes  of  oxidation,  but  from  those  of 
decomposition.  Certain  facts  seemed  to  favour  this  view. 
Thus  Hermann  t  found  that  an  excised  muscle  contains  no 
removable  oxygen,  and  that,  nevertheless,  it  executes  numerous 
contractions  and  gives  off  carbonic  acid  when  placed  in  a 

*  Voif -Ueb.  d.  Einfl.  d.  Kochsalzes."  etc..  pp.  157.  158. 

Pnl   I,   ,T'"'f,;  "Y,''^-  Stoffwechsel  der  Muskela,  ausgeheud  vom 

Gaswechsel  derselben:"  Berlin,  1867.  ov"ouu  vom 
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medium  deprived  of  all  oxygen.  We  know  that  the  chemical 
potential  energy  introduced  by  food  may  in  part  be  con- 
verted, by  mere  breaking  up  without  oxidation,  into  kinetic 
energy;  that  the  heat  of  combustion  of  the  products  of 
decomposition  is  lower  than  that  of  the  original  food,  and 
that  therefore  heat  must  be  liberated  during  decomposition. 
We  have  given  direct  proof  that  this  development  of  heat 
accompanies  many  processes  of  decomposition.  (Compare 
pp.  68-71,  179-184.) 

The  above-mentioned  fact,  that  in  muscular  work  the 
consumption  of  oxygen  is  increased,  is  not  opposed  to  the 
assumption  that  only  a  part  of  the  chemical  potential  energy 
is  transmuted  into  kinetic  energy  during  decomposition. 
The  two  processes,  decomposition  and  oxidation,  might  occur 
at  different  periods ;  the  former  serves  for  muscular  work,  the 
latter  provides  heat.  Both  processes  may  also  be  separated 
as  to  their  locality,  the  decomposition  occurring  in  the  proto- 
plasm of  muscular  fibre,  while  possibly  the  oxidation  of  the 
products  of  decomposition  occurs  in  other  tissue-elements. 

From  this  point  of  view,  the  absorption  of  oxygen  would 
mainly  serve  for  the  production  of  heat.  There  is  a  remark- 
able difference  in  animals  in  their  requirement  of  oxygen, 
and  it  appears  that  the  want  is  regulated  by  the  amount 
of  heat  generated.  A  mammal  requires  at  least  from  ten  to 
twenty  times  as  much  oxygen,  in  proportion  to  its  weight, 
as  a  cold-blooded  animal.  A  bird  uses  up  more  than  a 
mammal.  A  small  animal,  giving  off  more  heat  from  a 
relatively  larger  surface,  requires  more  than  closely  allied 
animals  of  a  large  size.  Young  animals  require  more  than 
full-grown  animals  of  the  same  species.  These  differences 
are  well  shown  in  the  following  table  : — 
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Amount  op  Oxygen  consumed  in  Twenty-four  Hours,  in  Proportion  to 
1  Grm.  op  Weight,  in  O.cm.  at  0°  C.  and  760  Mms.  of  Mercurial 
Pressure.* 

161  0 

..    23-0  —  320 


Sparrow 
Duck 
Bog 
Man 
Frog 
Earthworm 
Tench  . . 
Eel 

Lizard,  hibernating 


150  —  230 
70  —  110 


1-0  — 


0-97— 


20 
1-7 
13 
1-2 
041 


If  it  is  correct  to  regard  muscular  energy  as  mainly 
produced  by  the  decomposition  of  food,  and  heat  chiefly  by 
oxidation,  we  should  expect  that  animals  which  develop  no 
heat  would  require  the  smallest  amount  of  oxygen.  This 
IS  the  case  with  the  entozoa  of  warm-blooded  animals,  which 
reside  in  a  uniformly  high  temperature.    We  know  that  the 
intestinal  parasites  live  in  a  medium  which  is  almost  entirely 
free  from  oxygen,  for  the  most  recent  and  most  careful 
analyses  of  intestinal  gases  have  demonstrated  no  oxygen  in 
them.    We  know  that  active  processes  of  reduction  occur  m 
the  intestinal  contents;  that  they  constantly  give  rise  to 
nascent  hydrogen ;  that  sulphates  are  reduced  to  sulphides, 
and  oxide  to  suboxide  of  iron.    The  amount  of  oxygen  taken 
up  by  the  intestinal  parasites  must  therefore  be  excessively 
small.    It  is  possible  that  they  attach  themselves  to  the 
walls  of  the  intestine  and  take  up  oxygen  which  is  diffused 
from  the  tissues  of  the  bowel,  before  it  is  taken  possession  of 
by  the  reducing  substances  of  the  intestinal  contents.    But  it 
IS  also  possible  that  mere  traces  of  oxygen  are  necessary  for 
their  existence,  or  even  that  they  require  no  oxygen,  as 
IS  asserted  of  certain  bacteria  and  fungi  (compare  above, 
p.  263,  note  t).    This  question  can  only  be  decided  experi- 

theloA'of  Snfr  ^°'/v  ^''^^"•"P"-  of  oxygen  in  man  are  derived  from 
hnJf    fi  1  f      i''?''.''^'^  /•  -BioZo,;.,  vol.  ii.  p.  486,  489 :  1866)  • 

Regnaultandliset'(J.SJX^^^^^^^^  ''''^ 


396  LECTURE  XIX. 

mentally,  I  have  made  many  experiments  with  the  round 
worm  {Ascaris  mystax)  of  the  cat,  and  have  satisfied  myself 
that  these  animals  can  live  in  media  entirely  free  from  oxygen 
for  from  four  to  five  days,  and  be  extremely  active  during  the 
whole  time.*  Whoever  has  seen  these  movements  must  be 
convinced  that  oxidation  is  not  the  source  of  muscular  energy 
in  these  animals. 

The  objection  might  be  raised  that  they  have  a  store 
of  oxygen  in  their  bodies,  which  is  but  loosely  fixed.  We  must 
admit  this  possibility.    Ascarides  are  sometimes  found  in 
the  stomach.    It  is  possible  that  they  rise  into  the  upper 
part  of  the  digestive  tract  in  order  to  supply  themselves  with 
oxygen.    But  this  proceeding  has  no  analogy  with  what  is 
observed  in  higher  animals  ;  as  soon  as  the  supply  of  oxygen 
is  cut  off,  the  store  contained  in  the  oxyhaemoglobin  is  con- 
sumed in  a  few  minutes,  and  the  animals  perish.    Pfliiger  t 
and  Aubert  t  have  certainly  shown  that  frogs  may  remain 
alive  for  several  days  in  an  atmosphere  containing  no  oxygen, 
but  only  at  a  very  low  temperature,  which  causes  a  reduction 
of  the  entire  metabolism  of  these  animals  to  the  lowest 
point.  §    If  they  are  left  at  the  temperature  of  the  room, 
they  become  motionless  after  a  few  hours;  while  ascarides 
move  about  most  actively  at  a  temperature  of  38°  C.  for 
several  days  in  media  devoid  of  all  oxygen.    I  am  far  fi-om 
applying  to  higher  animals  the  conviction  derived  from  the 
observation  of  these  animals,  that  muscular  energy  is  mainly 
due  to  processes  of  decomposition.     Intestinal  parasites, 

*  G.  Bunge,  Zeitschr.  f.  physiol.  Chew,.,  vol.  viu.  p.  48  :  1883. 
t  Pfluger,  in  Ms  Arch.,  vol.  x.  p.  313  :  1875. 
t  Aubert,  ibid.,  vol.  xxiv.  p.  293  :  1881. 

S  As  .ve  might  a  priori  expect,  we  find  that  in  cold-blooded  i^oiHhtUrrntc) 
animals  a  rise  of  the  temperature  of  their  environment  causes  increased  metabolism 
and  cousSmption  of  oxygen,  whereas  the  reverse  is  the  case  xn  warm-blooded  or 
ZSoLL  animals.'  A  critical  account  of  the  numerous  experiments  by 
wWch  this  statement  has  .been  estabUsbed  will  be  found  m  a  pap  r  by  ^oi^; 
zZchr.f.  Biolog.,  vol.  iv.  p.  57  :  1878.  Compare  also  Max  Eubaer.  Du  Bois 
Arch.,  pp.  38,  248  :  1885. 
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which  are  constantly  surrounded  by  food- supplies,  can  afiford 
to  be  wasteful  of  their  potential  energies,  and  only  utilize 
that  portion  of  them  which  is  converted  into  kinetic  energy 
by  mere  decomposition.  Such  a  proceeding  would  be  pur- 
poseless in  the  higher  animals.  I  have  already  mentioned 
the  reasons  in  favour  of  the  view  that  in  the  higher  animals 
oxygen  penetrates  through  the  capillary  walls  into  the  tissues 
(pp.  261-267).  With  regard  especially  to  muscular  tissue,  we 
have  to  add  an  important  fact  to  the  reasons  adduced  :  the 
occurrence  of  haemoglobin  in  muscle.*  Both  probability  and 
analogy  justify  the  view  that  the  haemoglobin  performs  the 
same  functions  in  muscle  as  in  blood,  i.e.  that  of  oxygen- 
carrier.  ' 

The  amount  of  kinetic  energy  which  may  develop  by 
mere  decomposition  without  oxidation,  from  the  chemical 
potential  energies  of  food,  is  much  too  small  adequately  to 
explam,  muscular  work.  Let  us  first  consider  the  carbo- 
hydrates, which  certainly  are  the  chief  source  of  muscular 
energy. 

Unfortunately,  we  are  not  sufficiently  familiar  with  the 
nature  of  the  process  of  decomposition  of  the  carbohydrates 
in  muscle.  It  has  often  been  opined  that  they  break  up  in 
the  first  instance  into  sarco-lactic  acid.f  Normal  blood  in- 
variably contains  some  lactic  acid ;  the  amount  increases  in 
tetanized  animals,  and  when  blood  is  artificially  passed 
through  a  living  and  working  muscle.?  But  it  appears  that 
the  amount  of  lactic  acid  formed  in  muscle  is  too  trifling  to 

Pflugers  Arch    vol.  ,v.  p.  315:  1871.    These  statements  with  regard  to  the 
occurrence  of  hemoglobin  in  muscle  have  been  repeatedly  doubte.l,  but,  as  it 
appears   o  me,  without  adequate  grounds.    Vide  St.  Zaleski,  Centralb.f.  d.  med 
Wissensch.,  Nos.  5,  6  :  1887.    The  earlier  authors  are  here  mentioned, 
t  Compare  above,  p.  345,  note  J. 

t  Y^deV  Spiro.  Zeitschr.  f.  physiol  Chem.,  vol.  i.  p.  lU:  1877-  Max  vnn 
Frey,  Du  Bo.s'  Arch  p.  557:  1885;  Gaglio,  ibid.,  p.  40o':  1886;  W  LkowUsT 

;of;xr;;'3''3/;i8r''  -^^-^-^i-^^— Path.u.  rhlll: 
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allow  this  process  of  decomposition  to  serve  as  a  source 
of  muscular  energy.  At  any  rate,  we  do  not  know  how  much 
of  the  carbohydrate  in  muscle  undergoes  this  decomposition. 
We  do  not  even  know  whether  the  lactic  acid  occurring  in 
muscle  is  formed  from  the  carbohydrates.*  It  is  possible 
that  during  work  there  is  not  more  lactic  acid  formed  in  the 
muscle  than  during  rest,  but  that  more  is  transmitted  to 
the  blood.  Astaschewsky  found  less  lactic  acid  in  the 
tetanized  than  in  the  quiescent  muscle. t  The  heat-equiva- 
lent of  lactic  acid  has  never  been  determined,  so  that  we 
are  unable  to  state  how  much  kinetic  energy  is  liberated 
during  lactic  fermentation. 

Let  us  endeavour  to  represent  to  ourselves  the  amount 
of  kinetic  energy  which  may  proceed  from  the  decomposition 
of  carbohydrates,  by  picturing  to  ourselves  two  processes  in 
which  the  amount  of  kinetic  energy  liberated  has  been 
exactly  determined :  alcoholic  fermentation  and  butyric  acid 
fermentation.  The  amount  of  heat  liberated  during  the  latter 
process  is  larger  than  in  the  former,  and  we  may  assert  that 
no  greater  amount  of  heat  can  be  liberated  in  any  of  the 
various  processes  which  sugar  undergoes  in  decomposition. 
For  of  the  three  products  resulting  from  butyric  fermentation 
(butyric  acid,  carbonic  acid,  and  hydrogen),  only  butyric 
acid  can  be  further  broken  up,  and  but  little  heat  can  be 
liberated  in  this  process.  The  breaking  up  of  butyric  acid 
into  propane  and  carbonic  acid  is  entirely  analogous  to 
the  splitting  up  of  acetic  acid  into  methane  and  carbonic 
acid— a  process  in  which  we  are  equally  unable  to  show  a 
development  of  heat.  Taking  the  numbers  quoted  at  pp.  69-70 

*  In  favour  of  the  view  that  lactic  acid  arises  from  the  carbohydrates. 
Berlinerblau  Qoc.  cit.)  points  out  that  when  blood  to  which  glucose  or  glycogen  has 
been  added,  is  artificially  passed  through  the  muscles,  more  lactic  acid  is  formed 
than  without  them.  Considerable  quantities  of  lactic  acid  are  formed  in  the 
dyin-  muscle,  but  whence  it  arises  is  entirely  unknown.  Boehm  has  shown  that 
it  is  not  formed  from  glycogen  (Pflugor's  Arch.,  vol.  xxiii.  p.  4i  :  1880). 

t  Astaschewsky,  ZeitscUr.f.  physiol.  Chem.,  vol.  iv.  p.  39/ :  1880. 
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as  a  foundation,  I  have  calculated  the  combustion-heat  of 
sugar  and  of  its  products  of  decomposition  as  follows  :  

Calories,  or  Kgrmg. 
metric  muscular 

1  rtnn  p  heat-units.  work 

1000  grms.  of  grape-sugar,  on  complete  combustion  to 

CO,  and  H,0,  yield    3939  =1,674,000 

1000  grms.  of  grape-sugar,  when  split  up  into  alcohol 

imn^''^^^%^'^^   372  =  158,100 

1000  grms.  of  grape-sugar,  when  spHt  up  into  butyric 

acid,  CO,,  and  H   414  =   176  000 

The  amount  of  work  done  by  Wislicenus  in  ascending  ' 

the  Faulhorn  in  six  hours  amounted  to  . .       . .  148  ggg 

The  amount  of  work  done  by  heart  and  respiration 

during  the  same  ascent  amounted  to     ... .  30  OQO 

Accordmgly,  we  see  that,  had  the  work  done  during  the 
ascent  of  the  Faulhorn  been  carried  out  by  the  decomposition 
of  carbohydrates,  more  than  1000  grms.  of  carbohydrates 
would  have  been  required  in  six  hours  !  This  is  out  of  the 
question.  On  the  other  hand,  100  grms.  of  sugar,  if  com- 
pletely broken  up  and  oxidized,  would  have  sufficed  to  execute 
the  work.  This  amount  of  carbohydrate  is  always  stored  up 
in  our  muscles,  besides  an  equal  quantity  in  the  liver. 

I  think  that  my  calculation  proves  that  to  perform  their 
work  our  muscles  not  only  utilize  the  kinetic  energy  liberated 
by  the  decomposition  of  the  food,  but  that  oxygen  also 
penetrates  the  protoplasm  of  muscular  fibre,  and  its  affinitv 
to  the  products  of  decomposition  serves  as  a  source  of  energy 
Here  we  may  again  refer  to  the  question  of  the  value  of 
alcohol  as  a  food.  Even  if  we  grant  that  alcohol  is  turned 
0  account^  m  the  body  as  a  source  of  energy,  yet  this  store 
of  energy  IS  far  smaller  than  that  contained  in  the  carbo- 
hydrate from  which  the  alcohol  was  prepared.     In  the 

an  amount  of  energy  is  wasted  which  would  serve  to  carry  a 
heavy  ^an  to  the  top  of  the  Faulhorn.    We  must  remembei 
00  that  certain  cells  of  our  body  can  probably  only  ava H 
hemselves  of  the  energy  set  free  in  the  breaking  down  o 
food-stuffs,  since  no  free  oxygen  ever  reaches  them' (compare 
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p.  277).  We  thus  see  how  foolish  it  is  for  men  to  give  the 
nourishing  carbohydrates  of  the  grape-juice  and  grain  to  be 
devoured  by  the  yeast-fungus,  while  they  themselves  feast  on 
the  excreta  of  the  fungus.  Fruit,  berries,  and  milk,  too,  are 
deprived  of  all  their  value  it.  this  way.  No  carbohydrate  is 
safe  from  the  insatiable  spirit-monger,  careless  whether  he 
murders  thousands,  so  long  as  he  only  fills  his  pockets.  And 
nothing  is  too  fooUsh  to  find  support  in  the  authority  of 
physicians. 

Are  we  really  to  believe  that  the  civilized  man  and  the 
yeast-plant  are  symbionta,  and  that  the  former  must  find  his 
nourishinent  in  the  excreta  of  the  latter  ? 
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FOEMATION  OF  PAT  IN  THE  ANIMAL  BODY. 

The  question  regarding  the  origin  of  fat  in  the  tissues  of  the 
animal  body,  a  most  important  part  of  metabolism,  remains 
for  our  consideration.  Our  views  on  this  subject  have  been 
subject  to  constant  fluctuations  and  controversies  during  the 
last  few  decennia;  but  we  have  arrived  at  the  conviction, 
after  many  and  careful  experiments,  that  the  fat  in  the 
tissues  may  be  formed  from  alt  of  the  three  chief  classes  of 
organic  foods,  viz.  from  the  fats,  the  proteids,  and  the  carbo- 
hydrates. 

From  the  comprehensive  literature  on  the  formation  of 
fat,*  I  shall  select  those  works  which  constitute  the  firmest 
basis  of  our  present  knowledge  of  this  subject. 

It  was  long  doubted  whether  the  fat  of  the  tissues  was 
derived  from  the  fat  of  the  food ;  chiefly  on  the  grounds  that 
fat,  bemg  absolutely  insoluble  in  water,  could  nbt  as  such 
penetrate  the  intestinal  wall,  and  that  it  would  previously 
have  to  be  converted  in  the  bowel  into  a  soluble  soap  and 
soluble  glycerin.     The  view  that  glycerin  and  fatty  acids 
might  agam  unite  in  the  tissues  on  the  other  side  of  the 
mtestmal  wall  was  opposed  by  the  belief  that  no  syntheses 
could  occur  in  the  animal  body.    We  have  seen  that  both 
these  prejudices  have  now  been  overcome;  we  know  that 

«  TT^I^i*  T^M  M  '^'^^7  of  the  older  literature  on  this  eubiect 

"  Ueber  d>e  Fettb.Idung  im  Thierkorper,  ZelUckr.f.  Biolor,.,  vol.  y.  p  79  1869 
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all  kinds  of  synthetic  processes  occur  in  the  animal  body, 
and  that  neutral  fat  does  pass  through  the  intestinal  wall. 
Now,  if  fat  globules  permeate  the  tissues  of  the  intestine, 
why  may  they  not  pass  through  the  walls  of^  the  capillaries 
and  through  all  the  organs  of  our  body  ?  A  priori,  there- 
fore, there  is  nothing  opposed  to  the  view  that  the  fat  of 
our  tissues  is  derived  from  the  fat  of  our  food.  Franz 
Hofmann  *  was  the  first  to  give  experimental  proof  that  this 
is  the  case. 

Hofmann  deprived  a  dog  of  all  fat  by  starving  him  for 
thirty  days.    We  are  able  to  determine  the  exact  period  when 
all  the  fat  that  is  stored  in  the  tissues  is  consumed.  We 
have  already  seen  that  a  starving  animal  at  first  lives  mainly 
upon  its  store  of  glycogen,  and  subsequently  upon  its  fat. 
It  uses  the  greatest  economy  with  regard  to  its  proteid. 
.  That  very  little  of  the  latter  is  decomposed  is  shown  by 
the  minute  excretion  of  nitrogen,  which  at  first  falls,  and 
then  remains  almost  permanently  the  same.    It  is  only  after 
a  longer  period,  which  may  vary  from  the  fourth  to, the  fifth 
week  according  to  the  original  amount  of  fat,  that  a  sudden 
rapid  increase  takes  place  in  the  excretion  of  nitrogen.  This 
is  the  period  at  which  the  store  of  fat  is  used  up,  and  when 
the  animal  commences  to  depend  exclusively  upon  its  store 
of  proteid.    The  animal  will  now  speedily  perish.    If  the 
animal  is  killed  at  the  time  when  the  sudden  increase  of  the 
nitrogenous  excretion  occurs,  all  the  organs  and  tissues  are 
found  to  be  deprived  of  fat.    If  it  is  killed  earlier,  a  certain 
amount  of  fat  is  still  found.f 

Armed  with  this  knowledge,  Hoffmann  was  able  to  de- . 
termine  when  his  starving  dog  was  free  from  all  fat.  He 
fed  him  on  a  diet  containing  a  great  deal  of  fat  and 


now 


*  Franz  Hofmann,  ZeitscTir.  f.  Biolog.,  vol.  viii.  p.  153  :  1872. 

+  When  the  fasting  animal,  at  the  commencement  of  the  expenment,  is 
unlX  tatit  ma/happen  that  it  dies  from  failure  of  its  prote.ds.  even 
before  the  supply  of  fat  is  consumed. 
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but  little  proteid,  viz.  bacon  and  a  small  quantity  of  meat. 
The  amount  of  proteid  and  fat  in  the  food  had  been  ac- 
curately estimated.  After  five  days  the  animal  was  killed, 
and  the  amount  of  fat  and  proteid  remaining  in  the  in- 
testine, as  well  as  the  fat  in  the  whole  body,  was  measured. 
It  was  found  that  during  the  five  days  the  dog  had  absorbed 
1854  grms.  of  fat  and  254  grms.  of  proteid,  and  had  deposited 
1353  grms.  of  fat  in  its  body.  This  large  amount  of  fat 
could  not  have  arisen  from  the  proteid.  It  follows,  there- 
fore, that  the  fat  of  the  food  had  been  deposited  in  the 
tissues. 

Pettenkofer  and  Voit  *  obtained  the  same  result  by  a 
different  method.    They  fed  dogs  with  fat  and  a  little  meat, 
and  by  the  use  of  the  respiratory  apparatus  they  measured 
the  total  income  and  output.    Their  experiments  showed 
that  all  the  nitrogen  consumed  was  re-excreted,  but  not  all  the 
carbon.    A  very  large  proportion  of  the  carbon  was  retained. 
It  was  to  be  inferred  that  a  non-nitrogenous  compound  had 
been  stored  in  the  tissues,  and  this  could  be  nothing  but  fat 
because  there  is  no  other  non-nitrogenous  compound  which 
IS  met  with  m  the  tissues  in  such  large  quantities.    The  fat 
deposited  in  the  tissues  could  not  be  due  to  the  decomposed 
albumen,  as  its  amount  was  proportionately  too  large.    It  was 
possible  to  calculate  with  precision  how  much  proteid  had 
been  decomposed,  by  the  quantity  of  nitrogen  excreted.  The 
maximum  amount  of  fat  formed  from  the  decomposed  albu- 
men could  be  calculated  on  the  assumption  that  the  nitrogen 
bad  been  separated  from  the  proteid  molecule  as  urea.  The 
amount  0  fat  resulting  fi^om  this  calculation  was  much  less 

vMen  ft  .t"''"  therefore 
evident  that  this  must  be  derived  from  the  food 

the  Tat  71  T  "^^'^^'^         '^'^        P-tion  of 

the  fat  0   food  which  is  absorbed  unaltered  as  a  neutral 
glyceride  that  can  be  stored  up  in  the  tissues,  or  whether  that 
*  Pettenkofer  and  Voit,  Zeitsckr./.  Biolog.,  vol.  ix.  p.  1  1873. 
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part  which  is  split  up  in  the  intestine  (compare  pp.  192-194) 
can  also  be  regenerated  and  assimilated. 

Munk  *  has  recently  performed  the  most  careful  investi- 
gations to  determine  this  question.  He  showed,  in  the  first 
instance,  that  free  fatty  acids  are  absorbed  from  the  in- 
testine in  large  quantities  as  neutral  fats.  If  free  fatty  acids 
are  shaken  up  with  a  dilute  solution  of  alkaline  salts,  a  small 
portion  of  the  fatty  acids  is  saponified,  the  remainder  is 
emulsified;  the  same  takes  place  in  the  intestine.  Dogs, 
after  the  consumption  of  a  large  quantity  of  free  fatty  acids, 
exhibited  only  a  very  small  portion  in  their  faeces,  but  their 
chyle-ducts  were  full  of  a  white  emulsion. 

The  same  inquirer  also  proved  that  free  fatty  acids 
exercise  the  same  economizing  effect  upon  proteids  as  neutral 
fats.   ,A  carnivorous  animal,  in  order  to  maintain  its  body- 
weight,  requires  nearly  one-twentieth  of  this  weight  daily  of 
lean  meat.f    A  dog  weighing  25  kgrms.  consequently  requires 
1200  grms.  of  meat.    If  we  give  him  less,  he  excretes  more 
nitrogen  than  he  consumes,  and  he  feeds  upon  the  proteids 
of  his  tissues.     But  if  we  add  fat  to  the  meat  of  his  food, 
the  dog,  although  consuming  less  meat,  maintains  his  nitro- 
genous equilibrium.t    Munk    established  the  nitrogenous 
equilibrium  in  a  dog  weighing  25  kgrms.,  with  800  grms.  of 
meat  and  70  grms.  of  fat,  and  then  showed  that  this  equi- 
librium remained  the  same  if,  instead  of  the  70  gi-ms.  of  fat, 
he  gave  the  dog,  with  the  same  amount  of  meat,  the  free 
fatty  acids  obtained  from  the  70  grms.  of  fat.    In  a  second 
experiment,  the  nitrogenous  equilibrium  was  produced  in  a 
dog  weighing  31  kgrms.,  with  600  grms.  of  meat  and  100 

»  Immanuel  Munk,  Dn  Bois'  Arch.  f.  Physiol,  p.  371 :  1879 ;  and  p.  273  : 
1883;  Virchow's  Arcli.,  vol.  Ixxx.  p.  10:  1880;  and  vol.  xcv.  p.  407:  1884. 
The  earlier  literature  is  here  quoted.  ^  ,    a.  «•  "  n  • 

t  Bidder  and  Schmidt,  "  Die  Ver.lauungssafte  und  der  StoffNvechscl,  p.  333  . 
Mitau  and  Leipzig.  1852;  Pettenkofer  and  \oit,  Ann.  d.  Chen.  u.  rharm., 
Suppl.  ii.p.  361:  18G2. 

t  Mutik,  Virchow's  Arch.,  vol.  Ixxx.  p.  17 :  1880. 
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grms.  of  fat,  and  this  was  maintained  when  subsequently  the 
free  fatty  acids  of  100  grms.  of  fat  were  given  him  with 
the  same  amount  of  meat  for  three  weeks. 

The  important  fact  has  further  been  determined  by 
Munk  *  that,  after  feeding  with  free  fatty  acids,  only  a,  very 
small  quantity  of  them  and  of  saponified  matter,  but  much 
neutral  fat,  was  contained  in  the  chyle.    He  fed  dogs  with 
meat  and  fatty  acids,  and  introduced  a  cannula  into  the 
thoracic  duct ;  a  few  hours  later,  he  determined  the  amount 
of  chyle  flowing  out,  and  the  quantity  of  neutral  fat,  fatty 
acids,  and  saponified  matter  contained  in  it.     He  found 
that,  in  the  same  time,  from  ten  to  twenty  times  more 
neutral  fat  passes  through  the  thoracic  duct  than  during 
the  digestion  of  pure  proteids,  while  the  amount  of  soaps 
remains  unaltered.    The  proportion  of  the  free  fatty,  acids 
generally  reached  only  to  from  one-twentieth  to  one-tenth, 
in  one  ease  less  than  one-thirtieth,  of  the  neutral  fats.  It 
follows  that  a  synthesis  of  fatty  acids  with  glycerin  takes 
place  during  the  passage  from  the  intestinal  surface  to  the 
thoracic  duct.f    We  have  no  precise  information  as  to  the 
locality  where  this  synthesis  is  effected.    It  may  be  in  the 
epithelial  cells,  in  the  adenoid  tissue  of  the  intestine,  or  in 
the  lymphatic  glands  of  the  mesentery.    A  preliminary  com- 
munication made  by  Ewald  t  shows  that  this  synthesis  also 
occurs  in  the  intestinal  mucous  membrane  after  it  has  been 
excised. 

We  do  not  know  the  source  from  which  the  glycerin 
arises  that  is  necessary  for  this  synthetic  process.  At  aU 
events,  Munk's  experiment  proves  that  the  glycerhi  in  the 

*  Munk,  loc.  ciL,  p.  28,  et  seq. 

t  0.  Minlcowaki  (Arch.  /.  exper.  Path.  u.  Pharm.,  vol.  xxi.  p.  373  •  1886) 
J  ^""^        opportunity  of  experimenting  on  a 

pahent  suffenng  from  extreme  ascites,  the  result  of  a  rupture  of  a  ehyle-vessel 
A  arge  quantity  of  cl>yle  was  obtained  by  puncture.  After  administering  to  this 
patient  free  erucic  acd.  the  neutral  glyceride  of  this  acid  was  detected  £  the 

t  C.  A.  Ewald,  Du  Bois'  Arch.,  p.  302 :  1883. 
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fat  of  our  body  need  not  always  be  derived  from  the  fat  of 
our  food ;  it  may  possibly  result  from  the  breaking  up  of 
the  proteids  and  carbohydrates. 

We  must  confess  that  the  fate  of  the  glycerin  in  our 
body  is  entirely  unknown  to  us,  and  at  present  we  are  unable 
to  say  what  becomes  of  the  glycerin  which  is  separated  in 
the  intestine  from  the  fat.     If  a  large  quantity  of  glycerin 
is  introduced  into  the  stomach  of  a  man  or  a  dog,  diarrhoea 
occurs,  and  of  the  glycerin  that  is  absorbed  a  portion  passes 
unaltered  into  the  urine.*    Smaller  quantities  do  not  produce 
such  consequences ;  in  the  dog,  the  proportion  ought  not  to 
exceed  1'5  grm.  to  1  kgrm.  of  weight.    It  does  not,  how- 
ever, appear  that  they  are  of  the  least  use  to  the  body.  At 
least,  Munk  was  unable  to  find  that  glycerin  produced  any 
economy  in  the  consumption  of  proteid,  whereas  the  same 
quantities  of  carbohydrates  or  fats  are  followed  by  a  distinct 
'  reduction  in  the  excretion  of  nitrogen.    Munk  therefore  denies 
that  glycerin  has  any  value  as  a  nutritive  agent  —  a  con- 
clusion with  which  I  am  unable  to  agree.    For  the  free  gly- 
cerin, artificially  introduced,  does  not  necessarily  reach  those 
tissues  in  which  the  glycerin  that  enters  organs  with  the 
neutral  fats,  may  be  utilized  for  the  performance  of  normal 
functions.    Munk  bases  his  views  upon  the  experiments  in 
which  the  fatty  acids  by  themselves  were  shown  to  exercise 
the  same  economizing  effect  upon  the  proteid  metabolism  as 
the  corresponding  amount  of  neutral  glycerides.    But  in  this 
case  the  quantity  of  glycerin  was  too  small.    We  must  not 
forget  that  fat  only  contains  one-tenth  of  its  weight  in  gly- 
cerin ;  we  could  not,  therefore,  expect  distinct  evidence  that 
glycerin  has  an  economizing  effect  upon  the  proteid  meta- 
bolism.    We  cannot  but  regard  glycerin  a  priori  as  a 

*  B.  Luclisinger,  "Experimentelle  und  kritische  Beitrage  zur  Pbysiologic 
und  Pathologie  des  Glycogens,"  Inaug.  Dissert.,  p.  38,  et  seq. :  Zurich,  1875  : 
Munk,  Virchow's  Arch.,  vol.  Ixxx.  p.  39,  et  seg. :  1880;  Ainschink,  Zeitschr.  f. 
,    Biolog.,  Tol.  xxiii.  p.  413 :  1887. 
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valuable  article  of  nutrition,  because  its  heat  of  combustion 
is  higher  than  that  of  all  varieties  of  sugar  (compare  p.  70). 

Finally,  Munk  has  given  definite  proof  that  the  fat 
synthetically  formed  is  also  stored  up  in  the  tissues  of  the 
body.*  A  dog  weighing  16  kgrms.  was  rendered  almost 
devoid  of  fat  by  starvation  for  nineteen  days,  during  which 
time  he  lost  32  per  cent,  of  his  original  weight.  In  the 
course  of  the  next  fourteen  days,  the  dog  consumed  3200 
grms.  of  meat,  and  2850  grms.  of  fatty  acids  prepared  from 
mutton  fat.  With  this  diet,  its  weight  rose  again  by  17 
per  cent.  The  animal  was  now  killed,  and  showed  an 
enormously  developed  panniculus  adiposus ;  there  was  a 
copious  deposit  of  fat  in  the  intestines,  and  a  well-marked 
fatty  liver.  The  deposit  of  fat  removed  by  scalpel  and 
scissors  yielded  nearly  1100  grms.  of  fat  that  was  solid  at  the 
temperature  of  the  room,  and  only  melted  at  a  temperature 
of  40°  C.  while  normal  dog's  fat  is  semi-fluid  at  20°.  It 
foUows  that  the  fatty  acids  which  had  been  introduced  were 
deposited  after  combining  with  glycerine  that  had  formed  in 
the  body.  If  the  deposit  of  fat  be  attributed  to  an  econo- 
mizing influence,  exercised  by  the  fatty  acids  introduced, 
and  all  the  fat  deposited  be  regarded  as  entirely  originating 
from  the  proteid,  it  is  not  intelligible  why  mutton  fat  was 
deposited  instead  of  normal  dog's  fat. 

In  a  second  experiment,!  Munk  fed  a  dog,  which  had  been 
deprived  of  fat  by  starvation,  with  colza  oil.  In  this  case 
four-fifths  of  the  fat  deposited  in  the  organs  were  liquid  at 
the  temperature  of  the  room;  when  warmed  to  23°,  the 
whole  of  it  melted ;  and  at  14°  a  granular  crystalline  sediment 
formed.  This  fat  contained  82-4  per  cent,  of  oleic  acid,  and 
12-5  per  cent,  of  fixed  acids ;  whereas  normal  dog's  fat  only 
yields  on  an  average  65-8  per  cent,  of  oleic  and  28-8  per  cent, 
of  fixed  acids.    In  addition  to  this,  erucic  acid  (C22H12O2), 

*  J  Munk,  Du  Boia'  Ardh.,  p.  273  :  1883. 

t  J.  Munk,  Virchow's  Arch.,  vol.  xcv.  p.  407:  1884. 
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which  is  an  ingredient  of  colza  oil,  but  absent  from  animal 
fat,  was  proved  to  be  present. 

Previous  to  Munk,  two  similar  experiments  had  been 
carried  out  by  Lebedeff  *  with  the  same  result  in  two  dogs, 
one  of  which  had  been  fed  with  linseed  oil,  the  other  with 
mutton  fat.  The  fat  in  the  tissues  of  the  former  did  not 
congeal  at  0°,  the  fat  of  the  latter  had  a  melting-point  at 
above  50°. 

All  these  experiments  prove  indubitably  that  the  fat  of 
food  is  absorbed  and  deposited  unchanged. 

We  will  now  consider  the  second  point  as  to  whether  fat 
is  formed  from  proteid  in  the  animal  body.  As  fat  takes 
the  place  of  proteid  in  the  cells  and  fibres,  in  cases  of  fatty 
degeneration,  we  should  suppose  that  fat  necessarily  proceeds 
from  this  source.  But  this  fact  cannot  be  interpreted  as 
absolute  proof  of  the  origin  of  fat  from  proteid.  We  must 
not  forget  that  in  the  living  body  there  is  a  constant  nutritive 
interchange  going  on  directly  or  indirectly  between  all  the 
tissue-elements.  It  is  possible  that  in  cases  of  fatty  degene- 
ration the  proteids  or  their  decomposition-products  may  pass 
away  from  the  degenerating  tissues,  and  b6  replaced  by  the 
fat  or  its  components  from  other  tissues. 

An  exact  quantitative  examination  of  the  total  meta- 
bolism during  a  process  of  fatty  metamorphosis,  such  as 
occurs  in  phosphorus-poisoning,  in  which  all  parts  of  the 
body  are  rapidly  involved,  would  show  whether  fat  arose  from 
proteid  or  not.  The  most  careful  investigation  of  this  pro- 
cess was  carried  out  in  Voit's  laboratory  at  Munich,  by  J. 
Bauer,t  He  estimated  the  output  of  nitrogen  and  carbonic 
acid  and  the  income  of  oxygen  in  fasting  dogs.  He  then 
poisoned  them  with  phosphorus,  which  was  either  given 
them  by  mouth  in  small  doses  spread  over  several  days, 

*  A.  Lebedefif  (Salkowski's  laboratory  in  Berlin),  Med.  Gentralb.,  No.  8: 
1882 

t  Jos.  Bauer,  Zeitsohr.  f.  Biolog.,  Tol.  Tii.  p.  63:  1871;  and  vol.  xiv.  p.  527  : 
1S78. 
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or  subcutaneously  injected,  dissolved  in  oil.     The  con- 
sequence was  that  double  the  amount  of  nitrogen  was 
eliminated,*  and  that  the  amount  of  carbonic  acid  excreted 
and  of  oxygen  absorbed,  dropped  to  one-half.    The  nitrogen 
from  a  large  amount  of  proteid,  therefore,  was  split  off  with 
a  small  quantity  of  carbon  by  the  action  of  the  phosphorus ; 
a  remnant  free  from  nitrogen  remained  unconsumed  in  the 
body.  If  the  animals  died  a  few  days  after  the  administration 
of  phosphorus,  a  post-mortem  examination  showed  all  the 
organs  to  be  in  a  state  of  fatty  degeneration.    In  one  case, 
the  dried  muscles  contained  42*4  per  cent.,  the  dried  liver 
30  per  cent,  of  fat,  whereas  only  16-7  per  cent,  was  found  in 
normal  dried  dog's  muscle,  and  only  10-4  per  cent,  in  normal 
dried  liver.     Fat  was  therefore  formed  from  proteid  in 
phosphorus-poisoning.     It  cannot  be  objected  that  the  iat 
had  passed  in  from  the  fatty  connective  tissue  in  the  muscles 
and  in  the  liver,  because  the  dog  had  been  starved  for  twelve 
days  before  the  commencement  of  the  poisoning,  and  died  on 
the  twentieth  day  of  starvation.    But  experience  has  shown 
that  in  dogs  all  fat  visible  to  the  naked  eye  disappears 
from  the  subcutaneous  cellular  tissue  and  the  mesentery 
after  twelve  days  of  starvation. 

Arsenic  and  antimony,  which  are  chemically  so  closely 
related  to  phosphorus,  seem  to  operate  in  a  similar  manner. 
They  need  not,  however,  be  administered  as  free  elements,  as 
they  also  when  in  the  oxidized  condition,  cause  increased 
elimination  of  nitrogen  and  fatty  degeneration  of  the  organs.f 
We  are  at  present  unable  even  to  suggest  an  explanation  of 
this  action. 

*  The  increase  in  the  elimination  of  nitrogen  after  phosphorus-poisoning  was 
shown  before  Bauer  hy  0.  Storch,  "Den  acute  Phosphorforgiftning."  etc.,  Dissert.  : 
KjobeTihayn,  1865.  Paul  Cazeneuve  has  recently  conlirmcd  Storch's  and  Bauer's 
results  in  the  Bevue  mensuelle  de  m^dec.  et  de  cMrurg.,  vol.  iv.  pp.  265,  444  •  1880 

t  Gahtgens,  Centralb.  f.  d.  med.  Wissemch.,  p.  529:  1875;  Kossol,  Arch  f 
exper.  Pa  h  u.  Pharm.,  vol.  v.  p.  128:  1876;  Gahtgens,  ibid.,  vol.  v.  p  833  ■ 
18 .6 ;  and  Centralb.  f.  d.  med.  Wissensch.,  p.  321 :  1876 ;  and  Saikowsky,  Yirchow'. 
Arch.,  vol.  xxxiv.  p.  73:  1865.  s 
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The  experiments  with  phosphorus-poisoning  only  prove 
the  origin  of  fat  from  proteid  under  these  definite  abnormal 
conditions.  The  question  is  whether  this  conversion  likewise 
takes  place  under  normal  circumstances. 

The  following  simple  experiment  made  by  Franz  Hofmann  * 
on  fly-maggots,  undoubtedly  proves  that  fat  does  arise  from 
proteid  under  normal  conditions.    It  is  an  easy  matter  to 
collect,  free  from  impurity,  the  eggs  of  the  Muscida  vomitoria, 
which  are  laid  in  heaps  on  a  corpse  in  the  summer-time. 
Part  of  the  eggs  so  obtained  was  employed  by  Hofmann  to 
estimate  the  amount  of  fat;  the  other  part  was  allowed  to 
develop  on  blood.    The  fat  in  the  blood  was  also  determined. 
After  the  maggots  were  full-grown,  the  fat  in  them  was  like- 
wise ascertained.    It  was  found  that  there  was  ten  times  as 
much  fat  in  the  full-grown'  maggots  as  in  the  eggs  and  blood 
together.     For  instance,  in  one  experiment,  0*02  grm.  of 
eggs  containing  O'OOl  grm.  of  fat  developed  in  52  grms.  of 
blood,  which  had  0-017  grm.  of  fat,  the  full-grown  maggots 
containing  0-201  grm.  of  fat.    This  can  only  have  been 
formed  from  the  proteid  of  the  blood ;  it  cannot  be  referred  _ 
to  the  sugar  of  the  blood,  for  50  grms.  of  blood  seldom 
contain  more  than  0'07  grm.  of  sugar,  and  even  this  far  too 
small  a  quantity  must  have  decomposed  very  rapidly;  be- 
sides, the  maggots  had  not  consumed  nearly  all  the  blood. 

From  the  following  experiments  on  dogs,  Pettenkofer  and 
•Yoitt  came  to  the  conclusion  that  fat  may  be  formed  fi-om 
albumen,  in  mammals,  with  a  normal  dietary.  They  fed  them 
on  large  quantities  of  lean  meat,  and  with  the  help  of  the  respi- 
ratory apparatus  they  determined  the  total  income  and  output. 
It  was  found  that  all  the  nitrogen,  but  not  all  the  carbon,  of 
the  meat  reappeared  in  the  excretions.    In  one  experiment,! 

*  Franz  Hofmann,  ZeU.c%r.f.  Biolog.,  vol.  viii.  P:.159=  1872. 
t  Pettenkofer  and  Voit,  Liebig's  Annal,  Suppl.  u.  p.  361:  1862.  ZetUchr. 
f.  Biolog.,  vol.  vi.  p.  377  :  1870 ;  and  vol.  vii.  p.  433  :  1871. 
X  Ibid.,  vol.  vii.  p.  487  :  1871. 
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for  instance,  in  which  a  dog  of  34  kgrms.  weight  ate  2800 
grms.  of  meat,  the  whole  of  the  nitrogen  was  eliminated, 
against  only  271  grms.  of  the  carbon,  of  which  313  grms. 
had  been  taken;  42  grms.  were  therefore  missing.  These 
remained  behind  in  the  body  as  a  non-nitrogenous  compound, 
and  moreover,  as  Pettenkofer  and  Voit  concluded,  in  the  form 
of  fat.    It  may  be  objected  that  this  compound  may  have 
been  glycogen  just  as  well  as  fat.    The  amount  of  glycogen 
stored  in  the  body  of  carnivora  is  by  no  means  inconsider- 
able, and  varies  widely.    Bohm  and  Hofmann*  found  it 
amounted  from  1"5  to  8*5  grms.  per  kilogramme  of  a  cat's 
weight.    The  42  grms.  of  carbon  correspond  to  about  100 
grms.  of  carbohydrates.    If,  therefore,  we  assume  that  the 
former  are  stored  in  this  form,  there  must  be  an  increase  of 
glycogen  amounting  to  3  grms.  per  kilogramme  of  the  body- 
weight,  which  does  not  appear  impossible.    But  we  ought 
not  to  forget  that  this  increase  of  glycogen  must  take  place 
in  one  day;  the  animal  had  had  the  same  food  on  the 
previous  day,  therefore  so  great  a  change  in  the  amount  of 
glycogen  was  not  very  probable.    But  the  experiments  must 
be  continued  over  a  longer  time  before  this  point  can  be 
definitely  settled.    It  might,  however,  be  decided  in  another 
way,  i.e.  if  it  were  possible  to  make  an  exact  comparison  of 
the  income  and  output  of  oxygen.    The  difference  in  the 
amount  of  oxygen  in  fat  and  glycogen  is  very  considerable.  It 
must  therefore  be  possible  to  determine  the  form  in  which 
carbon  is  stored  up  from  the  quantity  of  the  oxygen  remain- 
mg  in  the  body.    But  at  present  we  have  no  method  of 
directly  estimating  the  amount  of  oxygen  in  food,  and  even 
the  mspired  oxygen  is  calculated,  according  to  Pettenkofer's 
method,  from  the  difference. 

One  more  objection  may  be  raised  to  the  experiment  made 
by  Pettenkofer  and  Voit,  i.e.  that  the  meat  was  not  quite  free 
from  fat  and  carbohydrates.     The  formation  of  fat  from 
*  Bohm  and  Hofmann,  Aroh.f.  exper.  Path.  u.  Pharm..  vol.  viu.  p.  290 :  1878. 
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albumen  in  the  organism  of  the  mammal,  under  normal  con- 
ditions, has  therefore  not  yet  been  decisively  proved.*  But  it 
is,  however,  highly  probable,  because  it  is  certainly  the  case 
with  the  lower  animals  under  normal  circumstances,  and 
with  mammals  under  pathological  conditions.  Moreover, 
it  may  be  adduced  in  favour  of  the  normal  formation  of 
fat  from  proteid,  that,  as  we  have  already  seen  (p.  385),  gly- 
cogen owes  its  origin  to  proteid,  and  fat  to  glycogen,  and 
in  fact  to  any  carbohydrates,  as  will  be  shown  directly. 
No  chemical  explanation  of  the  formation  of  fat  from  proteid 
can  at  present  be  offered.  However,  the  process  must  not 
be  regarded  as  of  so  simple  a  nature,  that  the  fat  is 
immediately  split  off  from  the  gigantic  proteid-molecule  as 
a  preformed  radical.  Profound  decompositions,  metamor- 
phoses, and  consequent  syntheses  are  going  on,  of  which  we 
cannot  at  present  even  form  a  conception. 

We  now  come  to  the  third  and  last  point,  as  to  whether 
the  CAEBOHYDRATES  are  converted  into  fat  in  the  animal  body. 
From  the  numerous  experiments  made  on  this  subject,  we 
will  select  the  following,  as  being  perfectly  reliable  in  their 
results. 

N.  Tsehervinsky  t  made  his  experiments  with  young  pigs. 
In  one  he  used  two  of  ten  weeks  old  from  the  same  litter. 
No.  1  weighing  7300  grms.,  and  No.  2  7290  grms.  It 
would,  therefore,  be  supposed  that  each  had  about  the  same 
proportion  of  fat  and  albumen  as  the  other.  No.  1  was 
killed,  and  aU  the  fat  in  the  body  was  estimated,  as  well  as 
the  nitrogen,  from  which  the  maximum  of  proteids  was 

*  The  remaining  experiments  quoted  in  favour  of  the  view  that  fat  is 
formed  from  proteid,  are  also  rather  doubtful.  Compare  Subbotin,  Virchow's 
Arch.,  vol.  xxxvi.  p.  561:  1866;  and  Kemmerich,  Centralh.f.  d.  med.  Wissensch., 
p.  465:  1866;  and  p.  127:  1867.  o,,  locq 

t  N  Tsehervinsky,  Landw.  Versuchsstationen,  vol.  xxix.  p.  :  looo. 
Experiments  of  a  similar  character  by  other  authors  led  to  the  sfime  results 
(F  Soxhlet,  Zeitschr.  d.  landwirtlmUaftlichen  Vereins  in  Bayern,  August-Uett, 
1881;  B.  Schulze,  Landw.  Jahrb.,  1,  57:  1882;  St.  Chauiewski,  Zeitschr.  f. 
Biolog.,  vol.  XX.  p.  179 :  1884). 
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determined.  No.  2  was  then  fed  on  barley  for  four  months. 
The  barley  was  analyzed,  and  an  account  was  kept  of  the 
barley  consumed.  The  amount  of  undigested  fat  and  proteid 
was  also  estimated  by  analysis  of  the  excretions ;  and  in  this 
way,  the  quantity  of  these  two  substances  absorbed  by  the 
animal  in  the  four  months  was  ascertained.  The  animal, 
whose  weight  had  increased  to  24  kgrms.,  was  now  killed, 
and  the  proportion  of  proteid  and  fat  in  the  whole  body 
determined. 

No.  2  contained    . .       . .    2-52  kgrms.  proteid,  and  9  25  kgrms  fat 
"         ••       .•    0-96      ,.         „      „     0-69     „  „■ 

There  were  added,  therefore    1-56      „         „      „     8  56 

Taken  up  with  the  food  . .    7-49      ..  n-fifi     "  " 


Difference     —  5-93  +  7-9 

Thus  7-9  kgrms.  of  fat  had  been  added  in  the  body— an 
amount  which  could  not  have  originated  from  the  fat  of  the 
food;  of  this  only  the  smallest  portion  could  have  arisen 
from  the  5-93  of  the  proteid  that  was  derived  from  the  food, 
and  was  not  deposited  in  the  form  of  proteid.  At  least 
5  kgrms.  of  fat  must  therefore  owe  its  origin  to  the  carbo- 
hydrates of  the  diet.  This  is  so  large  a  proportion  as  to 
refute  all  doubts,  and  particularly  the  objection,  that  the 
identity  in  the  amount  of  fat  and  albumen  in  both  animals, 
upon  which  the  whole  experiment  rests,  is  an  arbitrary 
assumption. 

A  different  method  was  adopted  by  Meissl  and  Strohmer.* 
They  fed  a  one-year-old  pig,  weighing  140  kgrms.,  that  was 
mchned  to  corpulency,  for  seven  days  upon  rice,  which  is 
poor  m  fat  and  proteids  and  rich  in  carbohydrates.  Two 
kgrms.  were  administered  to  the  animal  every  day.  The 
nee  had  been  analyzed;  the  urine  and  f^ces  were  collected 
and  also  analyzed.  On  the  thh'd  and  sixth  days  of  the 
experiment,  the  animal  was  placed  in  Pettenkofer's  respira- 
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tory  apparatus,  in  order  to  determine  the  excretion  of  carbon. 
The  result  was  that  289  grms.  of  the  carbon  daily  consumed, 
and  6  grms.  of  the  nitrogen,  were  retained  in  the  body: 
38  grms.  of  albumen  with  20  grms.  of  carbon  correspond 
to  the  6  grms.  of  nitrogen.    It  follows  that  269  grms.  of 
carbon  must  have  been  daily  retained  in  the  body  as  fat. 
It  is  impossible  that  so  large  a  quantity  of  carbon  could  every 
day  have  been  stored  up  as  glycogen.    How,  then,  was  this 
quantity  of  fat  formed?    Of  the  daily  food,  5-3  grms.  of  fat 
and  104  grms.  of  albumen  had  been  digested;  of  the  latter, 
38  grms.  had  been  deposited.    The  remaining  66  grms.  of 
proteid  and  the  5-3  grms.  of  fat  cannot  have  yielded  the  269 
grms.  of  carbon  necessary  for  the  deposit  of  fat,  which  must 
therefore  be  derived  from  the  carbohydrates. 

It  has  often  been  asserted  that  the  formation  of  fat  from 
carbohydrates  only  takes  place  in  herbivora  and  omnivora, 
and  not  in  carnivora.  I  therefore  briefly  mention  the  foUowmg 
experiment,  which  Eubner,*  with  the  help  of  a  respiratory 
apparatus,  made  on  a  dog.  The  animal,  after  fasting  two 
days,  was  fed  on  cane-sugar  and  starch.  A  large  quantity  of 
carbon  was  retained-much  too  large,  in  fact,  to  be  accounted 
for  by  the  deposit  of  glycogen;  it  follows  that  fat  had  been 
formed  from  carbohydrates. 

The  formation  of  fat  from  carbohydrates  offers  a  complete 
enigma  to  the  chemist,  and,  more  than  anything  else,  proves 
,that  the  synthetic  processes  occui-ring  in  the  ammal  cell  ai-e 
as  complicated  as  those  in  the  vegetable  cell. 

Many  attempts  have  been  made  to  utilize  our  knowledge 
with  regard  to  the  formation  of  fat,  in  order  to  determme  the 
causes  of  corpulency  in  man,  and  the  means  of  counteractmg 
and  preventing  it.  The  error  has  been  committed  of 
attributing  the  cause  of  obesity  to  too  ample  a  diet  or  even 
to  an  unsuitable  combination  of  food,  such  as  a  diet  with  an 
excessive  proportion  of  carbohydrates  or  of  fat. 

»  Max  Bubner,  Zeitschr.f.  Biolog.,  vol.  xxii.  p.  272:  1S86. 
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It  is  both  right  and  natural  for  a  man  to  eat  whatever 
he  likes  and  as  much  as  he  likes,  and,  if  he  otherwise  leads 
a  healthy  life,  this  system  does  not  conduce  to  corpulency. 
Why  should  we  accuse  a  normal  function  of  being  the  cause 
of  a  pathological  process  ?  Obesity  is  in  aU  cases  due  to 
insufficient  employment  of  the  muscles.  A  person  taHng 
bodily  exercise  does  not  become  fat,  whatever  form  of  diet  he 
adopts.  I  quite  admit  that  the  tendency  to  corpulency  may 
vary  considerably  in  different  people;  but  this  only  shows 
that  the  organs  which  constitute  half  the  weight  of  the  body 
may  not  be  suffered  to  become  atrophied  with  impunity  in 
every  case.  There  is  no  such  thing  as  a  disposition  to 
stoutness  which  may  not  be  overcome  by  muscular  work 
Show  me  a  single  fat  field-labourer !  It  cannot  be  said  that 
all  these  people  are  badly  fed;  many  of  them  are  as  well 
nourished  as  it  is  possible  to  be,  and  their  diet  is  certainly 
never  poor  m  carbohydrates,  nor  often  in  fatty  matter. 

It  is  well  known  that  the  deposit  of  fat  is  encouraged  by 
the  use  of  alcohol,  for  which  we  are  at  present  unable  to 
give  a  satisfactory  explanation.    It  readily  suggests  itself 
that  alcohol,  as  a  very  combustible  substance,  exercises  an 
economizing  effect  upon  organic  articles  of  diet,  which  are 
all  capable  of  being  converted  into  fat.    But  it  is  possible 
that  alcohol  promotes  the  formation  of  fat,  in  the  same  wav 
as  we  have  seen  with  other  poisons,  such  as  phosphorus 
arsenic,   and  antimony  {vide  supra,  pp.  142-143,  and  pp 
408-409).^  In  a  great  measure,  the  influence  of  alcohol  on 
fat-formation  may  be  attributed  to  the  paralyzing  influence  it 
exer  s  upon  the  human  brain,  causing  indolence  and  indis- 
position to  bodily  exertion.    The  therapeutics  of  corpulency 
are,  therefore  very  simple:  the  patient  must  be  prohibited 
he  use  of  all  alcoholic  beverages,  and  he  must  be  requii-ed 
to  take  exercise.    In  many  cases,  to  forbid  alcohol  is  al  that 
IS  required.    With  regard  to  the  latter  point,  it  is  necessary 
to  be  cautious,  and  not  to  insist  upon  sudden  and  violent 
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muscular  work,  if  the  heart  already  shows  signs  of  weakness 
and  fatty  degeneration.    Corpulency  should  not  be  met  by 
a  so-called  short  cure,  such  as  mountaineering  during  a  few 
weeks  in  the  year.    The  cure  should  last  as  long  as  life,  and 
should  merely  consist  in  putting  the  muscles  to  their  natural 
use.    That,  however,  is  the  very  thing  the  wealthy  patient 
wni  not  do,  any  more  than  he  will  renounce  his  alcohol. 
Physicians,  therefore,  have  devised  the  most  extraordinary 
methods  for  reducing  fat,  by  which  possibly  some  thousands 
have  been  cured  to  death.    The  absurdity  of  all  these  cures 
consists  in  trying  to  substitute  one  abnormality  for  another. 
The  physician  endeavours  to  compensate  for  insufficient 
muscular  work  by  insufficient  nourishment,  or  by  a  badly 
composed  diet,  or  even  by  causing  an  imperfect  digestion  of 
the  food  (through  administering  saline  purgatives) ;  in  other 
cases,  he  permits  the  continued  use  of  alcohol  while  with- 
drawing the  carbohydrates  and  fats. 

If  the  first  irregularity  be  entirely  and  permanently  over- 
come, it  is  unnecessary  to  interfere  in  any  other  way  with  the 
natural  course  of  the  vital  functions. 
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In  our  remarks  on  metaboHsm  in  the  liver,  and  on  the  source 
of  muscular  energy,  we  became  acquainted  with  the  destiny 
of  carbohydrates  in  the  body,  and  with  the  way  in  which  they 
are  utHized  under  normal  conditions.  We  are  now,  therefore, 
m  a  position  to  consider  the  intricate  investigations  concern' 
mg  the  destmy  of  carbohydrates  under  pathological  conditions 
and  especially  the  researches  into  the  causes  and  nature  of 
diabetes  mellitus.    This  is  a  subject  which  touches  on  all 
branches  of  physiological  chemistry,  and  about  which  a 
complete  Hbrary  of  books  *  has  been  written,  the  references 
to  which  would  alone  form  a  good-sized  volume. 

These  remarks  will  be  confined  to  the  chronic  form  of 
diabetes.  Transient  glycosuria!  occurs  as  a  consequence 
and  sometimes  as  an  unimportant  symptom  in  a  great 
variety  of  maladies,  such  as  zymotic  diseases,  digestive  dis- 
turbances, neuralgia,  hemorrhages,  and  other  affections  of 
the  bram,   cerebro-spinal   meningitis,   epilepsy,  psychical 

Pathologie  und  Thennio  A^.  n-  ,  '         '  Beitrage  zur 

Fren4  "  Ueber  d  DXetes  "  bThI  "  =     T'^"^-  '''' 

four  hundred  cases  of  diabetes  and  ,  /T^''  "° 

ence  in  a  clear,  comp  eTenst;  1,^^  °f       ^We  experi- 

objectivity    w;  s3t  rP     '  "^^''''f  ^^^^  ^^"''k.  ^^Peeially  remarkable  for  its 

and  J.  SeeSen,  "       olt  s  ^  1^1' '^^^^  f"!         ^^^^  = 

Cantani,  "  Der  Diabetes  mellitus  "  Snh        «  r-r^"  ^^^^ 

t  Frerichs  (he  oit  dd  25  fin  ®-  '  ^^80. 

transient  glycosuria    '  ^  comprehensive  account  of  all  forms  of 
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excitement,  poisoning  by  various  substances,*  etc.  No  satis- 
factory explanation  to  account  for  the  appearance  of  glycosuria 
in  all  these  cases  has  yet  been  given,  and  it  would  lead  us 
too  far  to  discuss  all  the  maladies  of  which  glycosuria  forms 
a  symptom. 

But  even  if  we  confined  ourselves  to  that  chronic  disorder 
which  is  strictly  termed  diabetes,  a  complete  account  of  the 
disease  and  its  numerous  and  varying  symptoms  would  be 
beyond  the  scope  of  the  present  lecture.  It  is  merely  our 
intention  to  collect  the  chief  results  of  the  experimental 
investigations  carried  out  for  the  purpose  of  determming 
the  causes  and  nature  of  this  disease. 

Up  to  the  present,  pathological  anatomy  has  led  to  no 
conclusion.  Post-mortem  examination  of  the  bodies  of 
diabetics  proves  that  there  is  not  a  single  organ  which  does 
not  occasionally  show  anatomical  changes;  on  the  other 
hand,  there  is  not  a  single  organ  that  does  not  frequently 
appear  normal.  It  is  likewise  impossible,  in  all  cases,  to 
decide  whether  these  anatomical  changes  are  the  cause  or 
the  consequence  of  the  chemical  changes.!  _ 

We  will,  therefore,  restrict  ourselves  to  the  consideration 
of  those  data  which  bear  upon  physiological  chemistry,  ihe 
most  obvious  symptom,  the  occurrence  of  sugar  m  the  ui-me, 
has  always  formed  the  basis  of  these  observations. 

As  already  stated,  normal  urine  contains  no  sugar,  or  at 
most  a  trace.    In  diabetes,  often  a  very  considerable  amount 
is  found,  varying  from  a  few  grammes  to  one  kilogramme 
.    in  twenty-four  hours'  urine.    This  sugar  is  invariably  dextix)- 
rotatory  grape-sugar.t    With  many  patients  who  have  the 

No.  4a :  1884. 
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disease  in  a  mild  form,  the  sugar  disappears  from  the  urine 
if  carbohydrates  are  excluded  from  the  diet ;  with  others  who 
are  more  seriously  affected,  the  excretion  of  sugar  continues, 
even  though  an  exclusive  meat  diet  be  adopted.  In  what 
way  can  we  account  foj*  the  appearance  of  this  large  amount 
of  sugar  in  the  m-ine  ? 

Only  two  suppositions  are  open  to  us.  Either  the  kidneys 
have  lost  their  power  of  preventing  the  sugar,  normally 
present  in  the  blood,  from  passing  into  the  urine ;  or  else 
the  kidneys  have  retained  their  usual  function,  but  the 
amount  of  sugar  in  the  blood  has  abnormally  increased. 

The  latter  supposition  must  be  regarded  as  the  correct 
one  ;  for  the  former  would  imply  that  there  is  less  than  the 
normal  amount  of  sugar  in  the  blood  of  diabetic  patients, 
whereas  the  quantity  found  is,  as  a  matter  of  fact,  always 
above  the  normal.  The  blood  of  man  and  of  the  dog  normaUy 
contams  from  O'OS  to  O'lS  per  cent,  of  sugar ;  the  blood  of 
diabetic  patients  from  0-22  to  0-44  per  cent.*    If  the  propor- 
tion of  sugar  in  a  dog's  blood  be  artificially  increased  to 
more  than  0-3  per  cent.,  by  the  injection  of  a  saccharine 
solution,  sugar  passes  into  the  urine  through  the  kidneys  in 
the  usual  manner.    No  affection  of  the  kidneys  has  ever  been 
discovered  in  the  first  stages  of  diabetes. 
_    It  is  therefore  certain  that  an  abnormal  increase  of  sugar 
m  the  blood  is  the  cause  of  the  appearance  of  sugar  in  the 
urine  ° 


_  We  now  come  to  the  question  as  to  the  cause  of  the 
increase  of  sugar  in  the  blood,  and  again  we  have  to  choose 
between  two  explanations.    There  must  be  either  a  larger 

The  first  explanation  cannot  be  accepted,  for  from  whai 
could  the  large  proportion  of  sugar  be  formed  ?    Not  from 
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the  other  carbohydrates,  as  this  would  be  a  normal  process ; 
not  from  the  fats,  as  diabetic  patients  can  digest  and  assimi- 
late them  in  large  quantities.*    As  to  the  proteids,  assuming 
that  a  diabetic  patient  consumed  300  grms-t  in  a  day  (which 
it  would  be  difficult  to  do),  even  this  amount  of  albumen 
would  not  form  more  than  about  200  grms.  of  sugar ;  for  a 
large  proportion  of  the  carbon  must  be  given  off  with  the 
nitrogen.    But  even  if  200  grms.  of  sugar  reached  the  blood 
in  the  course  of  each  day,  it  would  not  cause  diabetes,  so 
long  as  the  decomposition  of  sugar  remained  normal.  A 
man,  on  a  diet  of  potatoes,  wiU  form  from  600  to  1000  grms. 
of  sugar  per  day  from  the  starch  in  his  food,  without  any 
sugar  passing  into  the  urine. 

We  must  therefore  accept  the  other  explanation,  that  the 
increase  of  sugar  in  the  blood  of  diabetic  patients  is  due  to  a 
diminution  in  the  amount  of  sugar  decomposed. 

The  power  of  decomposing  the  sugar  is  never  entirely 
arrested  ;  it  is  only  more  or  less  impaired.  Kiilz  I  has  shown 
that  even  in  severe  cases  of  diabetes,  there  is  a  smaUer 
amount  of  sugar  in  the  urine  than  would  correspond  to  the 
carbohydrates  of  the  food. 

We  will  now  proceed  to  inquire  how  the  power  of  splittmg 
up  sugar  is  impaired-a  question  which,  again,  appears  to 
be  capable  of  but  two  answers.  We  are  only  acquainted  with 
two  processes  by  which  food  is  split  up  in  our  tissues :  de- 
composition and  oxidation.  One  of  these  two  processes  must 
be  diminished. 

*  Pettenkofer  and  Voit,  Zeitschr.  f.  Biolog  .ol.  in.  pp.  •  '  ^^^^^^ 
4Sfi  .  1876  L  Block  CDeutsch.  Arch.  f.  Min.  Med.,  vol.  xsv.  p.  470  :  1880)  found 
Sat'only  9  gms  out  of  from  120  to  150  grms.  of  fat  reappeared  .n  the  faces  of 

'Twith  ttahetio  patient,  the  urea  excreted  in  twentv  four  hours  seldom 
n,orfl  than  100  -rms.,  which  corresponds  to  300  trims,  of  pro  eid. 
amounts  to  "^"f  '        found  from  46  to  86  grms.  of  urea  in  a 

Pfttfiiikofer  and  Voit  (toe.  cit.,  p.  t-^*;!  louuu  nuiu  i^  j 
I'etteniioter  "^^  ^         ^  .  ^  allowed  to  eat  wliatever  he  hk.-d. 

severe  case  of  diabetes,  tne  paiicub  ucli^ 

T^mz,  "  Beitr.  z.  Tath.  u.  Therap.  d.  Diabetes  mellitus.    pp.  110-119 . 

Marburg,  1874.  , 
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No  decline  in  the  process  of  oxidation  in  diabetes  has  so 
far  been  proved  from  observations  and  experiments.  The 
ultimate  products  of  proteid  combustion  are  normal,  and 
the  fat  appears  to  be  completely  oxidized  to  carbonic  acid 
and  water.  Salts  of  vegetable  acids,  and  lactates,  reappear 
in  the  urine  as  carbonates.*  Benzol  is  oxidized  to  phenol. f 
Certain  carbohydrates  even  (such  as  laevulose,  inulin,  and 
inosit),  and  mannite,  which  is  so  closely  related  to  the 
carbohydrates,  are  decomposed-!  How  is  it  that  grape- 
sugar  alone  remains  unoxidized  ? 

That  oxidation  is  not  impeded  is  further  proved  by  the 
circumstance  that  no  increase  of  sugar  in  the  blood,  or 
passage  of  sugar  into  the  urine,  §  has  ever  been  observed 
either  in  diseases  connected  with  disturbances  of  external 
and  internal  respiration,  or  in  artificial  respiratory  dis- 
turbances, il 

We  must  therefore  conclude  that  the  grape-sugar  cannot 
be  oxidized,  because  its  decomposition  is  impeded ;  decompo- 
sition must  precede  oxidation  ;  if  the  former  be  impaired,  the 
latter  cannot  take  place,  although  neither  external  nor  in- 
ternal respiration  is  disturbed. 

0.  Schultzen  IT  endeavoured  to  support  this  view  by 

•  0.  Schultzen,  Berliner  Tdin.  WochenscTir.,  No.  35  :  1872 ;  Nencki  and  Sieber, 
Zeitschr.  f.  prakt.  Chem.,  \ol.  xxvi.  p.  34:  1882. 
t  Nencld  and  Sieber,  loo.  cit.,  p.  86. 

t  E.  Kulz,  -Beitr.  z.  Path.  u.  Therap.  d.  Diabetes  mellitus,"  pp.  127-175  • 
Marburg,  1874.  The  experiment  with  mannite  does  not  seem  to  be  convincintr" 
because  borborygmi,  flatulence,  and  diarrhoea  occurred  after  taking  it  It  is 
possible  that  the  mannite  introduowl  was  mostly  decomposed  by  fermentative 
organisms  in  the  alimentary  canal.  A  small  amount  was  found  unaltered  in 
the  urine.  With  respect  to  inosit,  vide  also  E.  Kulz,  Sitzungsber.  d.  Ges.  z. 
He/orderung  d.  ges.  Naturw.  zu  Marburg,  No.  4  :  1876. 

§  Von  Mering,  Arch.  f.  Physiol,  p.  381 :  1877. 

II  Senator,  Virchow's  Arch.,  vol.  xlii.  p.  1 :  1868. 

IT  0  Schultzen,  loo.  cit.  The  view  that  sugar 'could  only  be  oxidized  sub- 
sequently  to  decomposition  was  first  suggested  by  Schereraetjewski  in  a  research 
published  from  0  Ludwig's  laboratory  (Arb.  aus  d.  physioL  Austalt  zu  Leipzig, 
p.  145  :  Jahrg.,  1868 ;  Leipzig,  1869>    Compai-e  also  Nencki  and  Sieber,  loo  cit.. 
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comparing  observations  on  diabetics  with  those  on  persons 
suffering  from  phosphorus-poisoning.     As  we  have  already 
seen  (p^  269),  oxidation  is  diminished  in  cases  of  phosphorus- 
poisoning.    Instead  of  sugar,  lactic  acid  occurs  in  the  urine  ; 
and  this  Schultzen  regarded  as  a  normal  product  of  the 
decomposition  of  grape-sugar.    He  therefore  said  that,  after 
phosphorus-poisoning,  the  power  of  oxidation  was  lost,  but 
not  that  of  decomposition,  while  the  reverse  was  the  case 
in  diabetes.    Hence,  after  phosphorus-poisoning,  the  normal 
product  of  decomposition  appears  in  the  urine,  while  in 
diabetics,  in  spite  of  undisturbed  oxidation,  the  unaltered 
grape-sugar  appears  in  the  urine. 

The  following  experiment  of  Pettenkofer  and  Voit  *  may 
be  interpreted  in  the  same  way.  By  means  of  their  respi- 
ratory .apparatus,  they  showed  that  a  diabetic  took  in  less 
oxygen  and  excreted  less  carbonic  acid  than  a  healthy  person. 

It  was  not  that  less  sugar  was  broken  up,  because  the 
income  of  oxygen  was  reduced,  but  that  less  oxygen  was  used 
up,  because  the  formation  of  oxidizable  products  of  decompo- 
sition was  diminished. 

This  theory  is  very  inviting,  but  objections  may  be  raised 
to  it.  The  fact,  already  mentioned  in  our  remarks  concern- 
ing internal  respiration  (f).  281),  that  certain  substances, 
after  introduction  into  the  body,  appear  in  the  urine  con- 
jugated with  glycuronic  acid,  is  opposed  to  the  view  that 
decomposition  must  precede  oxidation.  Glycuronic  acid  is 
undoubtedly  a  product  of  oxidation,  but  not  of  decomposition ; 
all  six  atoms  of  carbon  are  still  united,  and  yet  oxidation  has 
begun.  Conjugation  alone  prevents  its  completion;  and  as 
soon  as  the  compound  is  split  up,  nothing  can  stop  its  further 

progress.  .  4.1 

Nencki  and  Sieber  say,  "We  do  not  doubt  that,  if  the 
diabetic  could  break  up  sugar  to  form  lactic  acid,  he  would 

'  *  Pettenkofer  and  Voit,  Zeitschr.  f.  Biolog.,  vol.  ui.  pp.  428,  429,  431,  and 
432  :  1867. 
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afterwards  be  able  completely  to  oxidize  the  sugar."  *  But 
lactic  acid  is  evidently  uot  the  normal  product  of  decompo- 
sition of  sugar  in  the  body.  The  sarcolactic  acid,  which 
is  invariably  present  in  the  organs,  probably  arises  from 
proteid  (pp.  345-346).  As  nothing  is  yet  known  concerning 
the  course  and  sequence  of  the  decomposition  and  oxidation 
of  sugar  in  the  organism  under  normal  conditions,  we  are 
scarcely  in  a  position  to  inquire  into  the  abnormal  chemical 
processes  occurring  in  diabetes. 

Attention  must  be  particularly  called  to  the  occurrence 
in  the  diabetic  urine  of  substances  which  are  evidently 
products  of  incomplete  oxidation :  oxybutyric  acid,  aceto- 
acetic  acid,  and  aceton.f  They  probably  arise  from  the 
proteids,  for  their  amount  is  independent  of  any  addition  of 
carbohydrates  to  the  diet,  but  increases  with  increased  proteid 
metabolism.  $  They  do  not  occur  in  all  cases  of  diabetes,  but 
generally  in  the  more  severe  forms  of  the  disease,  in  which 
the  destructive  metabolism  of  proteid  is  augmented. 

The  oxybutyric  acid  in  diabetic  urine  is  the  laevo-rotatory 
^-oxybutyric  acid  (CH3  -  CH(OH)  -  CH2  -  COOH) .  The  aceto- 
acetic  acid  (CH3-CO-CH2-COOH),  which  can  be  artificially 
produced  by  oxidation  from  /3-oxybutyric  acid,  breaks  up 
readily  into  aceton  and  carbonic  acid :  CH3  -  CO  -  CHg  - 
COOH=  CHa-CO-CHa-t-COa.  The  aeeto-acetic  acid  and 
the  aceton  in  diabetic  urine  have  probably  originated  in  the 
same  way  in  the  organism. 

*  Nencki  and  Sieber,  Journ.  f.  praM.  Chem.,  vol.  xxvi.  p.  37 :  1882. 

t  Stadelmann,  Arch.  f.  exper.  Path.  u.  Pharm.,  vol.  xvii.  p.  419:  1883;  and 
Zeitschr.  f.  Biolog.,  vol.  xxi.  p.  140  :  1885;  Minkowsld,  Areh.  f.  exper.  Path.  u. 
Pharm.,  vol.  xviii.  pp.  35,  147 :  1884  ;  E.  Kulz,  Zeitschr.  f.  Biolog.,  vol.  xx. 
p.  165  :  1884;  and  vol.  xxiii.  p.  329  :  1886  ;  and  Arch.  f.  exper.  Path.  u.  Pharm., 
vol  xvm.  p.  291 :  1884;  Eud.  von  Jaksch,  «  Ueber  Acetonurie  u.  Diaceturio  ■  " 
Berlin  1885;  H.  Wolpe,  Arch.  f.  exper.  Path.  u.  Pharm.,  vol.  xxi.  p.  138:  1886  • 
Frerichs,  loe.  cit,  pp.  114-118. 

X  G.  Rosenfeld,  Beutsch.  med.  Wochenschr.,  No.  40  :  1855 ;  Wolpe  loc  cit 
The  older  literature  is  here  quoted  ;  also  M.  J.  Rossbach,  Corre- 
spondenzMatt  des  allg,:m.  arztlichen  Vereins  fur  Thuringen,  No.        1887  •  Ch&in 
(7entmZ6.,p.  1437.:  1887.  ^    >     •        -loo/ ,  one?)* 
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In  the  last  stage  of  diabetes,  when  coma  sets  in,  the 
amount  of  oxybutyric  acid  increases,  while  that  of  aceton 
diminishes.*  This  fact  also  appears  to  argue  in  favour  of 
an  increasing  decline  in  the  power  of  oxidation. 

It  must,  however,  be  noted  that  the  occurrence  of  oxy- 
butyric acid,  aceto-acetic  acid,  and  aceton  is  not  confined  to 
diabetes,  but  has  been  observed  in  many  other  maladies. t 
These  anomalous  products  of  metabolism  may  possibly  be 
a  direct  consequence,  not  of  diabetes  itself,  but  of  certain 
complications  which  frequently  accompany  the  disease. 

On  the  other  hand,  it  must  be  remembered  that  wasting 
of  the  tissues  and  general  cachexia,  in  short,  increased 
destruction  of  the  nitrogenous  constituents  of  the  body, 
invariably  take  place  in  all  the  diseases  in  which  acetonuria 
has  been  observed,  such  as  febrile  infectious  diseases,  car- 
cinoma, mental  affections  accompanied  by  inanition,  etc. 
The  occurrence  of  aceto-acetic  acid  has  likewise  been  noticed 
in  the  urine  of  healthy  persons  after  prolonged  fasting.J 
Increased  decomposition  of  proteid  now  appears  to  be  an 
accompaniment  of  diabetes  also ;  at  least,  it  was  proved,  by 
careful  experiment  in  three  severe  cases,  that  the  patient 
excreted  more  nitrogen  than  a  healthy  person  on  exactly 
the  same  diet.    The  first  investigation  of  the  kind  was  carried 
out  by  Gaehtgens  §  in  his  clinique  at  Dorpat,  the  second  by 
Pettenkofer  and  Voit,|l  and  the  third  by  Frerichs.l" 

*  Wolpe,  "  Unters.  ii.  d.  Oxybiittersaure  des  diabetischen  Hnrnes,"  Dissert. : 
Konigsberg,  1886 ;  Arch.  f.  exper.  Fath.  u.  Tharm.,  vol.  xxi.  p.  157  :  1886. 

t  E.  von  Jaksch,  "Ueber  Aoetonurie  u.  Diaceturie,"  pp.  54-91:  Berlin, 
1885;  Kiilz,  Zeitsclir.  f.  Biolog.,  vol.  xxiii.  p.  329:  1886;  A.  Baginsky,  Du 
Bois'  Arch.,T[).  349:  1887. 

X  See  the  interesting  notice  in  the  report  of  the  investigations  carried  out 
on  the  «  professional  faster,"  Cetti,  in  Berlin  (Berliner  Wochenschrift,  vol.  xxiv. 
p,  434:  1887). 

§  Carl  Gaehtgens,  "  Ueber  den  Stoffwechsel  eines  Diabetikers,  verglichen  mit 
dem  eines  Gesunders,"  Dissert.  :  Dorpat,  1886. 

II  Pettenkofer  and  Voit,  Zeitsclir.  f.  Biolog.,  vol.  iii.  p.  400,408,  412-414,  42o. 
An  account  of  the  older  literature  will  be  found  here,  pp.  425-426. 

%  Frerichs,  loc.  cit.,  p.  276,  et  seq. 
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These  experiments  might  be  taken  to  mean  that  the 
increased  decomposition  of  proteids  in  diabetes  was  a  con- 
sequence of  the  inadequate  breaking  up  of  the  sugar ;  that, 
because  the  chemical  potential  energy  of  the  sugar  was  not 
completely  utilized,  the  proteid  must  assist  in  furnishing  the 
kinetic  energy  necessary  for  the  performance  of  the  functions 
of  the  body.    This  would  be  analogous  to  the  behaviour  of 
normal  muscle,  which,  as  we  have  seen,  has  recourse  to  its 
store  of  proteid  as  soon  as  the  supply  of  non-nitrogenous 
food  runs  short.     But  this  is  only  a  teleological,  not  a 
physico-chemical  explanation,  and  gives  no  account  of  the 
causal  connection.    We  must  concede  the  possibility  that 
the  increased  decomposition  of  proteid  may  be  the  first  sign 
of  disturbance  in  the  metabolism  of  the  organs,  and  may 
usher  in  the  wasting  of  the  tissues  and  all  the  other  troubles. 
It  may  be  also  that  the  occurrence  of  oxybutyric  acid,  aceto- 
acetic  acid,  and  aceton  in  diabetes  is  not  due  to  the  reduced 
supply  of  oxygen,  any  more  than  it  is  in  the  case  of  the 
other  diseases  mentioned.     The  tissues  may  receive  their 
normal  supply  of  oxygen,  but  the  products  of  decomposition 
may  have  risen  above  the  normal  amount;  and  that  part 
of  them  which  reaches  the  blood  in  a  state  of  incomplete 
oxidation,  cannot  be  further  oxidized  there,  because,  as  we 
have  already  seen  (p.  261),  no  processes  of  oxidation  take 
place  in  the  blood. 

The  power  possessed  by  a  diabetic,  of  utilizing  Isvo-rotatory 
sugar,  is  a  remarkable  fact,  which  was  observed  by  Kiilz.* 
He  showed  that  no  sugar  appeared  in  the  urine  of  a  patient 
who  was  but  shghtly  affected  with  the  disease,  after  eating 
100  grms.  of  Isvo-rotatory  fruit-sugar,  and  that  the  amount 
of  sugar  which  consisted  only  of  dextro-rotatory  grape-sugar, 

P  576"^" Ssf-Vt  T  '^tn'-  ^l-W°™-™er,Pfluger'8^rc7.,vol.xxxiv. 

A        7      °'    O^-^romzettingvaii  milksuiker  by  diabetes  mellitus  " 
Dissert.:  Amsterdam.  1886;  and  Prauz  Holmcister,  Arl  exper.  Fath  u 
PAorm.,  vol.  XXV.  p.  240:  1889.  ^ 
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was  not  increased  in  the  urine  of  a  patient  who  had  a  severe 
form  of  diabetes. 

Inulin  behaves  in  the  same  manner  as  Isevulose.  It  is 
found  in  the  roots  of  elecampane,  chicory,  and  dandelion, 
and  in  the  tubers  of  dahlias,  where  it  plays  the  same  part 
as  the  starch  in  the  potato  tubers.  Inulin  stands  in  the 
same  relation  to  Isevulose  as  starch  does  to  dextrose :  on 
boiling  with  dilute  acids,  it  is  split  up  with  hydration  to  form 
Isevulose,  just  as  starch  is  changed  into  dextrose.  Inulin 
evidently  undergoes  this  decomposition  in  the  organism  as 
well ;  like  Isevulose,  it  is  consumed  in  the  body  of  a  diabetic. 

It  is  well  known  that,  on  boiling  with  acids,  as  well  as 
by  the  action  of  ferments,  cane-sugar  is  split  up  into  equal 
quantities  of  Isevulose  and  dextrose.  In  conformity  with  this, 
Kiilz  observed  that,  after  the  administration  of  cane-sugar 
in  the  aggravated  form  of  diabetes,  the  increase  in  the 
excretion  of  dextrose  was  equal  to  half  the  amount  of  the 
cane-sugar  eaten.  The  same  thing  probably  happened  with  the 
sugar  of  milk,  only  the  results  were  not  quite  as  clear,  because 
it  is  largely  converted  into  lactic  acid  in  the  intestine. 

This  limitation  of  the  power  in  diabetics  to  utilize  Isvo- 
rotatory  sugar  only  is  no  isolated  phenomenon  in  animate 
nature.  Certain  fungi  and  bacteria  act  in  the  same  way 
as  the  cells.*  Of  the  optically  inactive  lactic  acid,  which 
contains  equal  quantities  of  dextro-rotatory  and  Isevo-rotatory 
lactic  acid,  the  Pencillium  glaucum  consumes  the  latter  only, 
leaving  the  former  untouched ;  in  the  same  way,  this  fungus 
leaves  the  dextro-rotatory  only  in  a  mixture  of  both  kinds  of 
mandelic  acid.  Saccharomyces  ellipsoicleus,  on  the  contrary, 
consumes  the  dextro-rotatory  mandelic  acid  only,  leaving  the 

*  Pasteur,  Compt.  rend.,  vol.  xlvi.  p.  615:  1858;  vol.  li.  p.  298  =  I860 ; 
vol.  Ivi.  p.  416:  1863;  J.  A.  Le  Bel,  ibid.,  vol.  Ixxxvu.  p.  213:  IS'S.  ^^'- 
Lxix  p  312 :  1879 ;  vol.  xcii.  p.  843  :  1881 ;  J.  Lewkowitsch,  Ber.  d.  deut.f. 
Sr^S.,  vol.  XV.  p.  1505:  1882;  vol.  xvi.  pp  1569.  2720,  2722 :  1883  Also 
Em.  Bourquelot,  Compt.  rend.,  vol.  c.  pp.  1404, 1466  ;  vol.  PP' '^S,  958  J885 
Maumene,  ibid.,  vol.  c.  p.  1505;  vol.  ci.  p.  695:  1885;  H.  Lepluy.  vol.  ci. 
p.  479  :  1885. 
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lasvo-rotatory ;  and  this  is  also  the  case  with  a  certain  variety 
of  bacterium.  Pencillium  glaucum  behaves  in  the  opposite 
way  towards  tartaric  and  glyceric  acids  compared  with  its 
action  on  lactic  and  mandelic  acids ;  it  leaves  the  Isbvo- 
rotatory,  tartaric  and  glyceric  acids,  untouched. 

From  the  above  remarks,  it  appears  that  so  far  we  have 
only  definitely  ascertained  that  the  power  of  utilizing  dextro- 
rotatory sugar  is  diminished  in  diabetes. 

Now,  as  the  bulk  of  the  sugar  is  normally  decomposed  in  the 
muscles,  it  seems  probable  that  diabetes  may  fundamentaUy 
be  due  to  a  disturbance  of  the  chemical  processes  in  muscle. 

Insufficient  use  of  the  muscles,  a  sedentary  mode  of  life, 
are  frequently  given  as  causes  of  diabetes.  This  harmonizes 
with  the  fact  that  the  disease  comparatively  often  (30  per 
cent,  of  all  cases)  occurs  in  stout  people.  Obesity  is  invari- 
ably a  result  of  insufficient  muscular  exertion  (see  end  of 
Lecture  XX.).  Moreover,  a  few  cases  of  diabetes  have  been 
successfully  treated  by  systematic  muscular  exercise  *  (see 
p.  437). 

But  the  chemical  processes  in  muscle  are  subject  to  the 
influence  of  the  nervous  system,  and  numerous  observations 
tend  to  show  that  the  symptoms  in  diabetes  are  caused  by 
disturbances  which  originate  in  the  central  nervous  system. 
The  disease  sometimes  occurs  immediately  after  and  may  be 
traced  to,  injury  to  the  head,  or  it  accompanies  organic 
affections  of  the  brain  (hemorrhages,  tumours,  sclerosis),  or 
other  nervous  diseases,  psychoses,  etc.  Occasionally  violent 
mental  excitement  or  neuralgia  has  caused  an  outbreak  of 
the  malady.  In  post-mortem  examinations  of  diabetics,  the 
bram  more  frequently  shows  pathological  changes  than  any 
other  organ. 

_  But  it  is  also  possible  that  the  carbohydrates,  before  being 
utilized  in  the  muscle,  must  undergo  a  preparatory  conversion 
in  other  organs,  where  the  disturbances  that  cause  diabetes 
*  Kulz,  loo.  cit.,  vol.  i.  pp.  179-216 and  vol.  ii.  pp.  177-180. 
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really  take  place.  From  this  point  of  view,  the  pancreas 
suggests  itself ;  and  it  is,  in  fact,  remarkable  how  frequently 
pathological  changes  have  been  found  in  this  gland,  eleven 
out  of  fifty-five  post-mortem  examinations  described  by 
Frerichs  *  showing  this  clearly.  It  is  true  that  the  degenera- 
tion of  the  pancreas  may,  again,  be  a  consequence  of  the 
diabetic  process.  But  anyhow,  this  fact  is  a  starting-point 
for  fresh  inquiries,  and  it  would  be  interesting  to  observe 
the  results  of  extirpation  of  the  pancreas.  This  operation 
has  often  been  attempted,  and,  has  recently  been  successful. 
G.  Martinotti,t  in  Turin,  has  communicated  the  fact  that 
he  has  successfully  performed  it  on  dogs,  cats,  and  birds. 
But  he  did  not  experiment  with  a  view  to  diabetes.  He 
observed  that  the  dogs  without  pancreas  had  an  enormous 
appetite,  but  he  did  not  test  their  urine  for  sugar. 

But  von  Mering  and  Minkowski  in  Strasburg  have  extir- 
pated the  pancreas  for  the  special  object  of  ascertaining  its 
relation  to  diabetes.  They  observed  permanent  glycosuria 
after  the  operation,  but  no  details  have  yet  been  published.? 
It  still  remains  doubtful  whether  the  glycosuria  was  caused 
by  the  removal  of  the  pancreas,  or  by  the  disturbances  en- 
suing from  the  severe  operation,  especially  such  as  injury  to 
the  solar  plexus,  which  could  hardly  be  avoided,  and  which 
would  produce  reflex  disturbances  in  other  regions  of  the 

nervous  system. 

But  even  if  an  affection  of  the  pancreas  may  be  the  cause 
of  chronic  glycosuria  in  some  cases,  it  cannot  be  so  in  all. 
This  fact,  along  with  many  others,  would  seem,  to  prove  that 
diabetes  is  not  a  pathological  entity,  but  rather  a  group  of 
allied  diseases. 

*  Frerichs,  loc.  cit.,  pp.  Ui,  183,  238-248.  ,  ,  „  , 

t  G.  Martinotti,  "  Sulla  exstirpatione  del  pancreas."  Giornale  d^Ua  K.  Acca- 

demia  di  Medicina,  No.  7  :  1888.  ,       ,      ,  •  •„  +h„ 

i  For  full  details,  see  a  recent  paper  by  v.  Mering  and  Minlcowski  in  he 
February  number- of  the  Arch.  f.  exp.  Path.  u.  Pharm.,  1890.    They  show  that 
•  the  effects  could  not  have  been  due  to  injury  of  the  solar  plexus. 


DIABETES  MELLITUS. 


429 


Much  confusion  has  arisen  owing  to  the  endeavour  to  ex- 
plain the  nature  of  chronic  or  "  natural "  diabetes  (as  it  has 
been  called),  from  the  observations  carried  out  on  "  artificial " 
diabetes.  CI.  Bernard  has  shown  that  a  puncture  in  the  floor 
of  the  fourth  ventricle,  midway  between  the  origins  of  the 
auditory  and  pneumogastric  nerves,  is  followed  by  the  passage 
of  sugar  into  the  urine.  This  artificial  diabetes  is  obviously 
quite  a  different  process  to  the  natural  disease.  It  lasts  only 
for  a  few  hours ;  and  if,  at  the  expiration  of  this  time,  when 
the  urine  has  again  become  free  from  sugar,  the  animal  be 
killed,  no  glycogen  will  be  found  in  the  liver.  If  all  glycogen 
.be  removed  from  a  dog  by  starvation,  puncture  of  the  "  diabetic 
centre  "  remains  without  effect.* 

If  a  solution  of  grape-sugar  be  injected  into  the  mesen- 
teric vein  of  a  healthy  dog,  which  has  been  deprived  of  gly- 
cogen by  starvation,  very  little  sugar  appears  in  the  urine. 
But  if  the  liver  be  freed  from  glycogen  by  puncture  of  the 
floor  of  the  fourth  ventricle,  and  the  injection  into  the 
mesenteric  vein  be  then  given,  a  very  large  amount  of  sugar 
is  found  in  the  urine. f 

Artificial  diabetes,  therefore,  is  due  to  the  inability  of  the 
liver,  in  consequence  of  disturbed  innervation,  to  retain  the 
glycogen.  The  blood  becomes  flooded  with  sugar,  which 
passes  into  the  urine. 

If  natural  diabetes  were  due  to  the  same  cause,  and  if  the 
liver  had  lost  its  power  of  regulating  the  amount  of  sugar  in 
the  blood,  of  storing  carbohydrates  during  absorption,  and  of 
supplying  sugar  to  the  blood,  according  to  the  needs  of  the 
economy,  we  should  expect  to  find  that  the  amount  of  sugar 

ihe  wo  I  %  P  r;''  diabetischon  Thiero,"  Dissert.  :  Kon 

1873.    The  works  of  Pavy  nnd  Dock  are  quoted  here.    Luch«inger  has  published 
a  confirmation  of  these  results :  "  E.per.  u.  krit.  Beit.age  zur  Physiol  ^^0! 
dee  Glycogens,"  Dissert.,  p.  72  :  Zurich,  1875  J-  -fatnoi. 

t  Naunyn,  Arch.  f.  exper.  Path.  u.  Pharm.,  vol.  iii.  p.  98  •  1875  A  critical 
account  is  here  given  of  the  earlier  works  on  this  point.  ^ 
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in  the  blood  of  diabetics  would  sometimes  be  above  and 
sometimes  below  normal.  This  is  not  the  case;  it  has 
always  been  found  to  be  increased. 

The  objection  may  be  raised  that  the  diabetic  patient 
takes  food  in  such  quantities  and  so  often,  that  absorption  is 
never  interrupted,  and  that  the  blood  is  constantly  loaded 
with  sugar. 

We  must,  therefore,  try  to  decide  the  question  in  a  du-ect 
manner,  and  ascertain  whether  a  diabetic  hver  contains  gly- 
cogen.   This  method  has  actually  been  adopted. 

Kiilz  *  examined  the  liver  of  a  patient  who  suffered  from 
the  aggravated  form  of  diabetes,  and  had  been  for  a  long  time 
before  his  death  restricted  to  a  diet  of  meat.  The  patient 
had  taken  his  last  meal  thirty-four  hours  before  death,  and 
had  been  moribund  for  twenty-eight  hours.  The  post-mortem 
took  place  twelve  hours  after  death.  About  the  tenth  part 
of  the  liver  served  for  the  determination  of  glycogen,  and 
yielded  roughly  O'T  grms.  of  glycogen.  Kiilz  estimated  the 
amount  of  glycogen  in  the  whole  liver  at  from  10  to  15  grms. 
Besides  this,  it  contained  a  large  quantity  of  sugar,  part  of 
which  also  originated  from  the  glycogen.f  The  amount  of 
glycogen  during  life  must  therefore  have  been  very  consider- 
able. .  . 

Von  MeringI  had  the  opportunity  of  examimng  the  livers 
of  four  diabetics,  in  Frerichs'  wards.  "Two  of  them,  who 
died  of  phthisis,  and  who  had  no  sugar  in  the  urme  eighteen 
and  twenty  hours  before  decease  (although  there  had  pre- 
viously been  a  considerable  amount),  exhibited  neither  gly- 
cogen nor  sugar  in  then  liver,  although  in  one  case  the  post- 

*  Kiilz  Pfluger's  Arch.,  vol.  xiii.  p.  267  :  1876.  See  also  the  older  statements 
of  Kuhne>irchow'8  Arch.,  vol.  xxxii.  p.  543:  1865  ;  and  M.  Jaffe,  ibid.,  vol. 

^""T'Toobtaif an'exaet  estimate  of  the  glycogen,  the  liver  must  be  immersed 
in  boiling  water  directly  after  death,  in  order  to  stop  the  fermentative  action,  by 
which  the  glycogen  would  otherwise  be  broken  up. 

X  Yon  Mering,  Pfluger's  Arch.,  vol.  xiv.  p.  284  :  1877. 
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mortem  examination  took  place  immediately  after  death.  In 
the  two  other  cases  where  the  diabetics  died  suddenly,  and 
the  urine  removed  from  the  bladder  after  death  was  full  of 
sugar,  both  glycogen  and  sugar  were  found  in  abundance." 

M.  Abeles*  examined  the  organs  in  the  bodies  of  five 
diabetics,  in  E.  Ludwig's  laboratory  in  Vienna.  No  glycogen 
was  found  in  any  of  the  organs  examined  in  two  cases,  one 
of  which  had  died  of  phthisis,  and  the  other  of  prolonged 
furunculosis  and  metastatic  purulent  pericarditis.  The  re- 
mainmg  patients  had  died  from  diabetic  coma.  The  organs 
were  not  exammed  for  several  hours  after  death.  The  liver 
was  examined  in  two  cases,  and  a  little  glycogen  was  found  : 
0-16  grm.  and  0-59  grm.    There  was  none  in  the  muscles. 

The  Hver  of  living  diabetics  has  also  been  examined  for 
glycogen  in  Frerichs'  wards.f  These  experiments  are  so  im- 
portant that  I  will  quote  the  passages,  unfortunately  very 
short,  in  which  they  are  described. 

"  Professor  Ehrlich  effected  it  by  means  of  a  fine  trocar, 
which  had  been  carefully  disinfected,  and  which  was  inserted 
m  the  parenchyma  of  the  liver.  When  the  instrument  was 
removed,  sometimes  a  little  blood  only,  but  generally  a  few 
hepatic  cells,  either  isolated  or  united  in  groups,  were  found 
m  the  tube ;  there  was  occasionally  a  somewhat  larger  piece 
of  the  liver,  which  was  hardened  in  alcohol,  and  cut,  after 
bemg  imbedded  in  collodion.  In  this  way,  we  were  able  to 
examme  the  hepatic  tissue  during  life  in  three  cases.  They 
had  aU  both  healthy  and  diabetic,  eaten  heartily,  especially 
of  amylaceous  food.  The  puncture  was  made  from  four  and 
a  half  to  five  and  a  half  hours  after  the  meal. 

"A  considerable  quantity  of  glycogen  was  found  in  the 
fii-st  case  that  of  a  healthy  man,  addicted,  however,  to 
alcohol.    The  cells  in  the  peripheral  regions  of  the  acini 

*  M.  Abeles  Centralh.f.  d.  mod.  Wissensch.,  p.  449  :  1885 
^  J  Jrer.chs,  loc.  cU.,  p.  272.    Also  plates  of  the  histological  sections  of  the 
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had  undergone  fatty  degeneration,  but  contained  glycogen 
as  well. 

"  The  second  case  was  that  of  the  diabetic  Dn.  The 
hepatic  cells  were  almost  free  from  glycogen,  though  a  few 
showed  a  slightly  brownish  hue,  denoting  the  presence  of 
traces  of  this  substance. 

"  In  the  third  case,' that  of  a  diabetic  woman,  a  tolerably 
large  amount  of  glycogen  was  found  in  the  hepatic  cells. 
The  distribution  of  glycogen  was  very  unequal,  parts  contain- 
ing but  little  alternating  with  others  richly  provided  with  it. 
Large  granules  of  glycogen,  which  frequently  filled  almost  the 
whole  of  the  cells,  were  often  found  in  the  marginal  acini. 
They  did  not,  however,  consist  of  pure  glycogen,  but  mainly 
of  a  supporting  substance,  as  their  yellowish  colour  denoted. 
They  could  not  be  regarded  as  artificial  products  caused  by 
the  alcohol,  as  they  occurred  likewise  in  dried  preparations. 
The  nuclei  were  generally  free  from  glycogen,  although  in 
one  place   glycogen  appeared  to  be  deposited  round  the 
nucleolus.    This  is  very  analogous  to  the  deposits  of  starch 
round  the  nucleoli  in  plants. 

"  Examination  of  the  dried  preparations,  which  were  ob- 
tained from  repeated  punctures,  showed  the  same  result, 
i.e.  absence  of  glycogen  in  case  2,  and  a  moderate  amount 
in  case  3." 

I  think  these  facts  also  indicate  that  we  cannot  apply  the 
term  diabetes  to  one  single  malady  ;  lesions,  similar  to  those 
which  produce  artificial  diabetes,  may  also  produce  certain 
forms  of  the  malady  (and  especially  glycosuria  from  injury 
to  the  medulla  oblongata),  but  by  no  means  all. 

The  fact  that  no  sugar  passes  into  the  urine  in  cases  of 
prolonged  hepatic  disease,  in  cirrhosis  of  the  liver,  and  in 
phosphorus-poisoning,  is  very  remarkable.  Frerichs  could 
not  detect  any  sugar  in  the  urine,  even  after  large  quantities 
of  grape-sugar  had  been  taken,  in  cases  of  cirrhosis  of  the 
liver  where  a  subsequent  autopsy  showed  complete  degeue- 
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ration  of  that  organ.*   After  administration  of  from  100  to 
200  grms.  of  grape-sugar  to  patients  suffering  from  phos- 
phorus-poisoning, in  Frerichs'  wards,  a  small  amount  of  it 
was  traced  in  the  m-ine  in  two  cases,  while  in  seventeen 
others  the  result  was  negative.    No  trace  of  sugar  or  gly- 
cogen  was  ever  found  in  the  liver  in  any  case  of  phosphorus- 
poisoning,  where  fatty  degeneration  of  that  organ  had  set  in.f 
Diabetes  is  evidently  not  due  only  to  a  disturbance  of  the 
glycogenic  function  of  the  liver.    As  far  as  I  know,  the  muscle 
of  diabetics  has  only  been  examined  for  glycogen  in  two  cases, 
and,  as  already  stated,  with  a  negative  result.J 

The  varying  course  and  issue  of  the  disease  seem  also  to 
show  that  there  are  many  different  forms  of  diabetes.  §  We 
can  find  all  stages  between  transient  and  symptomatic  gly- 
cosuria on  the  one  hand,  and  the  chronic  variety  of  diabetes 
on  the  other.    We  occasionally  see  that  the  milder  forms  of 
chronic  diabetes  are  as  completely  cured  as  symptomatic 
glycosuria.    In  chronic  diabetes,  a  temporary  disappearance 
of  glycosuria  may,  as  we  have  already  mentioned,  be  fre- 
quently induced  by  a  withdrawal  of  carbohydrates  from  the 
food.    If  the  patient  takes  active  exercise,  a  considerable 
quantity  of  carbohydrates  may  be  borne  without  a  passage  of 
sugar  into  the  urine.    In  other  cases,  again,  the  excretion 
of  sugar  contmues,  although  the  food  may  consist  exclusively 
of  albumen  and  fat.    Slight  forms  of  diabetes  frequently 
become  aggravated,  and,  apart  from  this,  they  are  not  exempt 
from  fatal  complications.  The  severe  form  also  runs  a  varying 
course.    It  is  sometimes  acute,  and  death  occurs  after  a  few 
weeks,  or,  it  may  be,  after  a  year  or  two;  in  others,  it  may 
not  take  place  for  from  ten  to  twenty  years.  Ordinarily 
glycosuria  is  associated  with  polyuria,  the  daily  amount  of 

^n.Jn,.jW.3baae.lS8s/^C^^ 
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urine  rising  to  as  much  as  12  litres,  while  the  patients  are 
tortured  by  continual  thirst.  On  the  other  hand,  sugar  may 
appear  in  the  urine  without  polyuria  and  increased  thirst. 
Frerichs  *  has  observed  more  than  thirty  cases  in  which  the 
amount  of  urine  did  not  exceed  1700  to  2000  cms.,  while  the 
quantity  of  sugar  rose  from  4  to  6,  and  even  8  per  cent.  In 
rare  cases,  diabetes  mellitus  may  pass  into  diabetes  insipidus,! 
polyuria  without  glycosuria.  In  diabetes,  death  is  caused  by 
various  complications,  such  as  simple  marasmus,  pulmonary 
phthisis,  furunculosis,  or  carbuncles,  nephritis,  etc.,  and  is 
frequently  ushered  in  by  diabetic  coma. 

I  will  dwell  upon  these  symptoms  a  little  more  fully, 
because  recent  researches  afford  a  perfectly  satisfactory 
chemical  explanation  of  them.  The  abnormal  constituents 
of  the  urine,  to  which  I  have  already  drawn  attention,  oxy- 
butyric  acid,  aceto-acetic  acid,  and  aceton,  which  may  fre- 
quently be  traced  in  small  quantities  during  the  earlier  stages 
of  the  disease,  become  considerably  increased  in  coma.  We 
shall  immediately  see  that  the  cerebral  symptoms  occur  at 
the  same  time  that  these  substances  are  produced. 

A  comatose  condition  certainly  may  occur,  towards  the 
close  of  the  disease,'  without  these  abnormal  products  of 
metabolism  being  formed,  but  in  these  cases  the  coma 
depends  upon  complications,  such  as  acute  cardiac  insuffi- 
ciency, cerebral  hemorrhage,  nephritis,  and  the  like.  But 
most  cases,  the  above-named  substances  are  demonstrable 
the  urine  in  diabetic  coma ;  and  the  majority  of  authors 


m 
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*  ■Prerichs,  loc.  cit.,  p.  192. 

+  This  Bhows  that  polyuria  in  diabeteB  mellitus  is  not  a  necessary  conse- 
auence  a  any  rate  not  in  all  cases,  of  the  glycosuria,  but  may  be  the  result  of 
2™  dilrbance.  Concerning  diabetes  insipidus,  see  Kub  "B-tr  zur 
Pathoru  Therap.  des  Diabetes  mellitus  u.  insipidus,"  vol  u. :  Marburg  18.5^ 
?t  previous  literature  on  diabetes  insipidus  is  summarized  pp.  28-31,  and 
iHe  previous  occurrence  of  inosit  in  the  urine  in  this 

^  liSt^^nosler  d.  Ges.  .  BefO.-a.  d.  Natuno.  Mar.ur, 
NoT"l876  For  the  chemical  properties  of  inosit,  see  Maquesue,  Compt.  rend. 
vol.  civ.  pp.  225,  297,  and  1719  :  1887. 
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have  attributed  this  variety  of  coma  to  their  narcotic  in- 
fluence,* especially  to  that  of  aceton,  which  acts  in  this 
respect  like  alcohol,  ether,  and  other  members  of  this  group. 
But  more  careful  experiments  showed  that  the  narcotic  action 
of  aceton  was  not  powerful  enough  to  account  for  diabetic 
coma,t  espeeiaUy  if  it  be  considered  that  aceton  arises  from 
proteid,  and  that  the  amount  of  the  latter  decomposed  is  not 
sufficient  to  yield  the  quantity  of  aceton  required  to  produce 
coma. 

The  action  of  aceton  resembles  that  of  ethyl  alcohol,  but 
is  not  quite  as  powerful.    Aceton  can  be  given  to  dogs  in 
the  proportion  of  1  grm.  for  every  Idlogrm.  of  body  weight 
without  any  effect.    Doses  of  4  grms.'  for  every  kgrm.  cause 
symptoms  of  intoxication  with  marked  motor  disturbances 
similar  to  those  produced  by  ethyl  alcohol.    Eight  grms  for 
every  kgrm.  is  the  fatal  dose  of  aceton,  and  from  6  to  8  grms 
that  of  ethyl  alcohol.J    In  order,  therefore,  to  poison  a  person 
weighmg  70  kgrms.,  from  500  to  600  grms.  must  be  taken 
This  amount  could  not  possibly  be  formed  from  decomposing 
proteid,  ^ 

That  diabetic  coma  does  not  result  from  the  narcotic 
auction  of  aceton  is  further  proved  by  the  fact  already  stated 
that  the  amount  of  aceton  in  the  urine  sometimes  diminishes 
durmg  the  stage  of  coma,  while  there  is  an  increase  in  its 
precursor,  oxybutyric  acid,  which  has  no  paralyzing  influence 
on  the  brain. § 

Buhl  \Tf'^l  "Tr"^  °^  ^"       mere^ture  on  this  subject  is  given  by  you 
1    r-^--^'"^''^''  P-  1880;  and  by  Eudolf  yon  JaksX 

ISsI  S  /•  e:cper.  Path.  u.  Pkarm.,  vol.  xviii  p   218  • 

X  Albertoni,  he.  ciL,  pp.  223,  224  226 

J:  mZ^^rsm^^^^^^^  Harnes,"  Dis- 

nnrl  n  M.-.i      1  •  ,t   :  ^''P^''-  «•  Pharm.,  vol.  xxi.  p  138  •  iSSfi  . 
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Stadelmann*  and  Minkowski  t  have,  however,  offered  a 
satisfactory  explanation  of  this  condition.    They  refer  it  to 
a  saturation  of  the  alkalies  in  the  blood  by  the  products  of 
incomplete  combustion,  which  are  of  an  acid  nature  like 
oxybutyric  acid.    The  symptoms  of  diabetic  coma  are,  in  fact, 
similar  to  those  observed  by  Fr.  Walter  J  in  animals,  which 
he  poisoned  with  mineral  acids.    When  dilute  hydrochloric 
acid  was  injected  into  the  stomach  of  a  rabbit,  dyspnoea 
occurred,  the  animal  lost  the  power  of  motion,  and  died  with 
all  the  signs  of  collapse.    But  if  carbonate  of  soda  were  sub- 
cutaneously  injected,  after  the  symptoms  of  poisoning  had 
set  in,  the  animals  recovered.    Walter  estimated  the  car- 
bonic acid  in  the  blood  of  animals  which  had  been  poisoned 
with  acids,  and  found  only  from  2  to  3  per  cent,  by  volume. 
This,  as  I  have  shown  in  our  remarks  on  the  gases  of  the 
blood  (p.  285),  is  the  amount  of  carbonic  acid,  which  is 
simply  dissolved  in  the  blood.    Consequently,  the  blood  of  the 
poisoned  animals  contained  no  alkalies  that  could  fix  the 
carbonic  acid,  as  they  had  been  saturated  with  the  hydro- 
chloric acid.§    It  follows  that  the  blood  had  been  deprived 
of  the  carrier  of  the  carbonic  acid,  which  consequently  ac- 
cumulated in  the  brain,  and  produced  the  usual  symptoms. 
Walter  has  also  demonstrated,  as  I  have  mentioned,  that  the 
administration  of  acids  increases  the  amount  of  ammonia  in 
the  urine.    Very  similar  phenomena  are  observed  in  diabetic 
coma.    The  effect  of  hydrochloric  acid  in  the  experiments  on 
animlls  is  identical  with  that  of  oxybutyric  acid  in  diabetic 
coma.    Here  also  dyspnoea  is  a  symptom ;  the  diabetic  also 
shows  an  increase  of  ammonia  in  the  urine,  and  this  increase 

*  E.  Stadelmann,  Arch.  f.  exper.  Path.  u.  Pharm.,  vol.  xvii.  p.  443 :  1883. 

+  O.  Minkowski,  Joe.  ct<.  iQ77/'frn,« 
X  Fr.  Walter,  Arch.  f.  exper.  Path.  u.  Pharm.,  voh  vn.  p.  148:  18/7  (from 

'''7%'^%T:^Z^^^^  of  withdrawal  of  alkali.  wMch  has  not  been  proved 
by  L  expe  iments.  The  alkalies  that  are  saturated  by  the  ac.d  may  remain  m 
Klood  as  neutral  salts,  until  the  kidneys  have  excreted  the  aeid,  leavmg  the 
bases  in  the  blood. 
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reaches  the  highest  point  in  the  stage  of  coma.*  Minkowski 
has  also  determined  the  amount  of  carbonic  acid  in  the 
blood  of  a  comatose  diabetic  patient,  and  has  only  found  a 
volume  percentage  of  3-3.  The  blood  had  been  taken  a 
short  time  before  the  death  of  the  patient  from  his  radial 
artery.f  Blood  taken  from  the  dead  body  had  a  distinctly 
acid  reaction,  and  contained  large  quantities  of  oxybutyria 
and  sarcolactic  acids. 

Finally,  I  may  be  permitted  to  make  a  few  remarks  on 
the  treatment  of  diabetics  from  the  chemical  point  of  view. 

So  long  as  the  causes  of  the  different  forms  of  diabetes 
are  unknown  to  us,  there  can  be  no  question  of  a  rational 
mode  of  cure.  We  can  do  nothing  more  than  relieve  the 
most  painful  symptoms. 

It  has  been  quite  right  to  try  and  reduce  the  amount  of 
undecomposed  sugar  in  the  body,  not  only  because  it  is 
useless,  but  because  its  circulation  induces  disturbances  in 
all  the  tissues,  and  because  certain  organs,  especially  the 
kidneys,  are  overworked,  and  a  tormenting  thirst  is  induced. 
On  this  ground,  muscular  work  is  strongly  to  be  recommended.' 
Kulz,t  as  we  have  already  remarked,  has  shown  that  in  many 
cases  muscular  exertion  materially  diminishes  the  excretion 
of  sugar.  Bouchardat  asserts  that  he  has  obtained  permanent 
improvement  in  many  cases  by  this  method.  It  does  not 
answer  in  all  cases,  a  circumstance  which  also  tends  to  prove 
the  existence  of  different  forms  of  diabetes. 

If  we  desire  to  reduce  the  amount  of  carbohydrates,  we 
must  be  prepared  with  a  substitute.    A  diet  consisting  exclu- 

♦  Minkowski,  loc.  cit.,  p.  179 
lhia*eL™la["  n       "'r»'y.'°'«"*"S  "U"™!  wk  for  th.  detail,  of 

baden,  1886.  /•  ^^dicin,  p.  171 :  Wieg- 
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eively  of  albumen  is  objectionable,  because  it  gives  rise  to 
acetonuria,  and  increases  the  clanger  of  coma.    So  long  as 
the  theory  prevailed  that  diabetes  consisted  essentially  in 
an  inability  to  decompose  the  sugar,  it  was  sought  to  intro- 
duce the  products  of  decomposition  of  food.    But  we  are  not 
acquainted  with  the  intermediate  products  of  the  decom- 
position of  sugar,  and  even  if  they  were  known  to  us,  we 
could  not  replace  the  sugar  by  introducing  them,  because  at 
the  moment  of  decomposition  kinetic  energy  is  liberated, 
which  is  utilized  in  the  performance  of  muscular  and  other 
functions.    Nevertheless,  some  physicians  have  thought  that 
the  daily  administration  of  from  5  to  10  grms.  of  lactic 
acid  would  serve  as  a  substitute  for  the  300  to  800  grms.  of 
carbohydrates  required  by  an  adult!     Larger  quantities  of 
lactic  acid  cannot  be  given,  because  they  would  disturb  the 
digestion. 

Acting  on  an  erroneous  supposition  of  0.  Schultzen,*  who 
imagined  glycerin  to  be  one  of  the  normal  products  of  the 
decomposition  of  sugar,  they  have  tried  to  replace  sugar 
by  glycerin.  The  latter  has  the  advantage  over  lactic  acid 
of  its  sweet  taste,  but  only  a  very  small  quantity  can  be 
prescribed.  After  large  doses,  a  part  passes  unaltered  into 
the  urine  {vide  supra,  p.  406)  .t  Glycerin  should  therefore  be 
given  in  its  natural  form  as  fat.J  Fats  can  be  digested  very 
well  by  diabetics  {vide  supra,  p.  420),  and  are  the  best  substi- 
tutes for  the  carbohydrates. § 

So  far  as  I  know,  the  administration  of  Isevorotatory 

*  O.  Scbultzcn,  Berliner  Idinische  Wochenschr,  No.  35 :  1872. 

t  To  satisfy  the  sense  of  taste,  saccharin  has  recently  been  introduced  as  a 
Bubstituto  for  sugar.  With  regard  to  the  experiences  of  its  use,  see  E.  Kohl- 
schiitter  und  M.  Elsasser,  Arch.  f.  Mm.  Med.,  vol.  xli.  p.  178:  1887;  and  the 
article  "-Saccharin,"  by  T.  Stevenson  and  L.  C  Wooldridge,  in  the  Lancet, 

November  17,  1888.  ,  .   „  r  r  . 

X  Considerable  variety  and  change  of  diet  may  be  effected  m  the  way  of  fats 
with  fat  fish,  of  which  a  nuinber  are  easy  of  digestion,  yolk  of  egg,  fresh  cream 
(one-half  of  its  small  proportion  of  milk-sugar  being  utilized. by  diabetics), 
almonds,  nuts,  cocoa,  and  olives. 

§  Pettenkofer  and  Voit,  Zeiliehr.f.  Biolog.,  vol.  iii.  p.  441 :  1867. 
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carbohydrates  has  never  been  seriously  tried.  As  diabetes 
is  a  disease  much  more  common  among  the  well-to-do,  there 
must  be  many  patients  in  a  position  to  afford  this  costly 
a'rticle  of  food. 

It  is  well  known  that  essential  improvement  in  the  con- 
dition of  diabetics,  especially  with  regard  to  the  elimination 
of  sugar,  is  effected  by  the  use  of  alkaline,  and  particularly  of 
Carlsbad,  water  in  the  water-cures.  It  was  thought  that 
the  increased  alkalescence  of  the  blood  favoured  combustion 
{vide  supra,  p.  267).  This  explanation  appears  still  more 
probable  if  we  consider  the  abnormal  acids  which  occur  in 
blood  of  diabetics.  But  it  has  been  proved  by  direct  experi- 
ments that  the  mere  administration  of  carbonates  of  alkalies 
without  the  mode  of  life  adopted  at  watering-places,  does  not 
diminish  the  excretion  of  sugar.* 

So  far  the  attempts  to  subdue  diabetic  coma  by  the 
injection  of  carbonate  of  soda  into  the  blood  have  remained 
without  any  favourable  results.f  We  cannot  expect  to  obtain 
any  real  improvement  from  the  addition  of  alkalies,  because 
this  mode  of  treatment  deals  only  with  the  symptoms,  and 
not  with  the  cause  of  the  disease. 

*  Prerichs,  loo.  cit,  p.  263.  Nencki  and  Sieber,  Journ.  f.  prald.  Ghem  ,  vol 
xxTi.  p.  33:  1882.  Also  Kiilz,  loc.  cit.,  vol.  i.  31 ;  ii.  154.  A  summary  of  all 
the  earlier  literature  will  be  found  here. 

_    t  O.  Minkowski,  Mittheilungen  aus  der  medicinisclien  KliniJt  zu  KSniasbera 
t.  Pr.,  pp.  183-186 :  1888. 
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Cells,  functions  of,  3-6,  8-10,  108, 

164,  174,  194,  216,  318 
Cellulose,  heat-equivalent  of,  70 

 ,  importance  of,  81-84 

 ,  amount  in  various  articles  of 

diet,  83-84 

 ,  digestion  of,  191-192 

Cbphalopods,  copper  in,  28 
Cereals,  value  as  food,  80 
Cetacea,  154 
Chalk,  18,  133 

Chaniewski,  St.,  formation  of  fat  from 

carbohydrates,  412 
Chemical  composition  of  the  blood, 

241-252 
Chemical  elements,  14-28 
Chenopodium,  sodium  in,  133 
Children,  their  food  compared  with 

that  of  adults,  79,  80,  106-114 
Chittenden,  albumoses,  etc.,  1957i. 
Chlorate  of  potash,  181 
Chloride  of  sodium,  118-135 
 ,  formation  of  hydrochloric  acid 

from,  160-164 
Chlorides,  how   concerned  in  the 

organism,  108 
Chlorine,  circulation  of,  22 
 in  milk,  108 

 ,  loss  of,  after  vegetable  food,  120, 

.  ,  its  decrease  during  growth  of 

organism,  134 
Chlorophyll,  its  relation  to  iron,  24-25 

 ,  its  presence  in  animals,  45 

Chlorosis,  use  of  iron  in,  93, 103 
Chocolate,  147 

Cholalic  acid,  208-209,  214,  366 

 ,  its  origin,  375 

Cholesterin,  91-92 
.  ,  in  bile,  211 

 ,  amount  in  red  blood-corpuscles, 

250 
Cholin,  87 

Chondrin,  62,  63,  63t!.. 

 ,  heat-equivalent  of,  70 

Chossat,  starvation,  251 
Ciirzon.sczewski,  elimination  of  car- 
mine from  the  blood,  351 


Chyle,  219,  223,  235,  253 

 ,  effect  of  diet  of  free  fatty  acids 

on,  404,  405 
Chyme,  178 

CiENKOwsKi,  on  the  Yampyrella  spiro- 

gyrm,  4 

CiNNAMIC  ACID,  280 

Circulation  of  the  blood,  how  far  ex- 
plicable, 7 

 of  chemical  elements,  14-28 

Cirrhosis  of  the  liver,  327,  345 

Claus,  decomposition  of  uric  acid,  336 

Clay,  silicic  acid  as,  17 

ClJive,  cholalic  acid,  209 

Clot,  the,  234,  237 

Coagulation  of  the  blood,  234-240 

 of  proteids,  52-53 

Coal,  carbon  as,  15 

 ,  formation  of,  16 

Cocoa  bean,  146-147 

Co-efficients  of  absorption  of  in- 
testinal gases,  307 

Ooelenterat.^,  their  animal  and  vege- 
table nature,  45 

Coffee,  144-146 

CoHNHEiM,  J .,  isolation  of  ferments,  187 
collagens,  61-66 
Colloids,  51-52 

Colouring  matters  of  bile,  210,  351, 
374,  375-382 

 of  urine,  357-360 

Colpodella  pugnax,  its  selection  of 
food,  4 

Coma  in  diabetes,  434-437 

Combustion,  liberation  of  fixed  nitro- 
gen by,  21 

 ,  source  of  animal  heat,  35-38 

  of  food-stuffs,  respiratory  quo- 
tient in,  294-297 

 of  oxygen  in  the  body,  261-267 

Comma  bacillus,  169 

Common  salt,  118-135 

Concretions  in  biliary  ducts,  211 

 in  the  bladder,  diet  in  cases  of, 

355 

 ,  gouty,  333 

Condiments,  136 

Conjugated  sulphuric  acids,  277-279 

 in  urine,  359-362 

 .    See  Indigo 

Connective  tissue,  constituents  of,  61, 
62 

 ,  gelatin  of,  63 

 ,  digestibility  of,  65 

Consciousness,  its  relation  to  space,  2 
Conservation  of  energy,  29-46 
 ,  law  of,  32 

 in  inorganic  nature,  29-32 

 in  vital  processes,  33-38 
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Conservation  of  eneegt,  its  relation 

to  psychical  processes,  38,  41-43 
Contraction,  muscular,  cause  of,  38, 41 
Copper,  ciroulation  of,  28 

 compounds  of  egg-albumen,  59 

 ,  oxide  of,  colloid  modification, 

51,  52 

 ,  as  oxygen-carrier,  274 

Coranda,  ammonia  in  urine,  323 
CoRDUA,  bile-pigment  in  tlie  blood,  377 
Corpuscles  of  the  blood,  234,  235 
 ,  white,  their  relation  to  coagula- 
tion, 237-239 

 •  white,  in  uncoagulated  blood,  239 

 ,  red,  methods  of  separating  them 

from  serum,  241-242 

 ,  red,  their  proportion  to  serum, 

242-245 

 ,  their  composition  in  defibrinated 

blood,  245-246 
■  ,  their  composition  in  total  blood, 

246-249 

 ,  organic  constituents  of,  250 

Corundum,  alumina  as,  53 
Corvisart,  peptonizing  action  of  pan- 
creatic jnice,  195 
CoUTARET,  digestion  of  starch,  190 
Creatin,  not  a  source  of  energy,  148 
,  its  action  on  muscle,  151-152 

■  ,  precursor  of  urea,  327-328 

 ,  its  composition,  329-330 

Creatinin.    See  Creatin 
Cebsol,  277 

Crustacea,  copper  in,  28 
Crystallization  of  proteids,  53-59  | 

 of  bile-pigments,  210 

Crystalloids,  53 

Crystals  of  magnesia-compounds  of 
globulin,  54,  56 

 from  salt  solutions  of  globulin,  56 

 of  haemoglobin,  58 

CUMINIC  ACID,  280 

CupRic  OXIDE,  as  oxygen-carrier,  274 

Cutaneous  respiration,  297-303 

Cyanamide,  329 

Cyanic  acid,  323,  334-335 

Cymol,  280 

Cystein,  363-365 

Cystin,  363-365 

Cystinuria,  365 

Czerny,  removal  of  stomach  in  dogs, 

 ,  absorption  of  proteid,  224 

D 

Dahnhardt,  lymph,  etc.,  253 
Danilkwsky,  comparison  of  heat-equi- 
valents of  gelatin  and  proteid,  64n 


Danilewskt,  on  heat-equivalents,  69 

 ,  isolation  of  ferments,  187 

 ,  experiments  to  isolate  three  pan- 

creatic  ferments,  190«. 

 ,  heat-equivalent  of  peptones,  201 

 ,  globulin  in  muscles,  252 

Debray,  H.jon  decomposition  of  formic 

acid,  184 

Decomposition  of  food-stuffs,  its  rela- 
tion  to  oxidation,  185,  261-262.  263. 
393 

 ,  of  proteids,  61,  319 

 ,  processes  of,  outside  the  body. 

179-185 

 ,  processes  of,  in  diabetes,  421 

Defibrinated  blood,  235 

 ,  coagulation  of,  240 

 ,  methods  of  separating  red  cor- 
puscles from  serum  in,  241,  242 

 ,  composition  of,  243-246 

Deseneeation,  fatty,  143,  408-409 
Demant,  B.,  action  of  intestinal  inice 

on  food,  204 
Despretz,  on  the  source  of  animal 

heat,  36 
Dessaignes,  hippnric  acid,  311 
Deville,   Ste.   Claire,   on  decom- 
position of  formic  acid,  184 
Dextrin,  183,  190-191 
Dbxtho-eotatory  grape-sugar  in  dia- 
betes, 418,  425 
Dextrose,  heat-equivalent  of,  70 

 ,  conversion  of  starchinto,  190-191 

Diabetes,  417-439 

,  cause  of  sugar  in  the  urine,  419 

 ,  cause  of  increased  sugar  in  the 

blood,  419 
-,  cause  of  diminution  in  decompo- 
sition of  sugar,  420 
•       ,  increased  decomposition  of  pro- 
teids in,  424 

,lsBvo-rotatorysugar  utilized  in,423 

 ,  artificial,  429 

~.  glycogen  in  the  liver,  430 

 ,  forms  of,  433 

 ,  coma  in,  434 

 ,  treatment  of,  437 

 ,  urine  of,  345,  418,  421,  423 

DuBETic  puncture,  429 
DiAKONow,  on  lecithin,  86 

 ,  on  neurin,  87 

Diamond,  carbon  as,  15 
D  [ASTATIC  ferments,  188 
Diathesis,  uric  acid,  33],  333 

 ,  treatment  of,  355-357 

DiATOMACB/K,  silicic  acid  in,  25 
Diet,  animal,  76-77 

■  ,  vegetable,  79-81 

 ,  in  dyspepsia,  306 
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Diet,  its  effect  on  uric  acid  excretion, 
339 

Differentiation  of  cells,  5-6 
Diffusion  not  an  explanation  of  vital 

processes,  3-5 
Digestion,  action  of  saliva  in,  153 

 ,  gastric  juice  in,  155 

 ,  stomach  in,  167-169,  176 

^    pancreatic  juice  in,  178, 

190-198 

    artificial  gastric  juice  in, 

187-188 

 \  intestinal  juice  in,  205 

  bile  in,  215 

 ,  peptone,  where  found  during, 

227-232 

 of  proteids,  155, 195-201 

 of  carbohydrates,  190 

 of  fats,  192 

Digestive  secretion,  importance  of 

salt  in  formation  of,  121 
 SECRETIONS.    See  Saliva,  Gastric 

juice.  Pancreatic  juice.  Intestinal 

JUICE,  Bile 
Dimethyl-xanthin  (theobromine),  147 
DioxYBENZOL  (pyrocateoHn) ,  276,  277, 

280 

Displacement  of  strong  by  -weak  acids, 
161-163 

Diuretics,  causing  increased  secretion 

of  chlorine,  108 
Dogs,  experiments  on,  95,  166-167, 

173-175,  219,  223 
,  ,  intestinal  juice  obtained  from, 

202 

,  with  biliary  fistulse,  215 

DoUvm  galea,  fluid  secreted  by,  159-160 

 ,  mineral  acids,  how  liberated  in, 

164 

Dolomite,  18, 133 

Donate,  E.,  on  invertin,  182  _ 

DoNDERS,  union  of  sodium  and  COj  m 
the  blood,  287 

Dragendorff,  bile-acids  m  urme,374n. 

Drechsel,  E.,  on  proteids,  52w. 

 ,  on  crystals  of  magnesia-com- 
pound of  globulin,  54 

 ,  origin  of  urea,  323 

Drosdoff,  W.,  blood  in  portal  and 
hepatic  veins,  372 

D  ULONG,on  the  source  of  animal  heat.db 

DuPRE,  on  excretion  of  alcohol,  138 

Dyspepsia,  HOI  as  a  remedy  in,  171 

 ,  diet  in,  306 

E 

Eberth,  J.,  origin  of  thrombi,  236 
Ebstein,  on  gout,  333 


Ebstein,  geographical  distribution  of 

calculi,  356w. 
 cystin,  365 

EcKER,  A.,  anatomy  of  the  frog,  266 
Egg-albumen,  52 

 ,  copper  compounds  of,  59 

 ,  silver  compounds  of,  60 

 ,  heat-equivalent  of,  70 

 ,  peptone  obtained  from,  200 

Eggs,  silicic  acid  in,  27 

Ehrlicii,  p.,  reducing  properties  of 

living  tissues,  272 
 ,  processes  of  reduction  in  the 

body,  380 
EiCHHORST,  whether  proteid  is  absorbed 

as  such,  224 
Elastin,  66 

Electric  current,  to  explain  the  gastric 

secretion,  161 

 currents  in  nerve  and  muscle,  6 

Electrical  discharges,  formation  of 

nitrites  by,  20 
Elements,  chemical,  14-28 
Elsasser,  on  softening  of  the  stomach, 

173 

Embryo,  sodium  in,  134 

 ,  bile  in,  214 

 ,  globulins  in,  252 

 ,  oxj'gen  in,  265 

Emich,  Fr.,  antiseptic  properties  of 
bile,  217 

Emminghaus,  influence  of  blood-pres- 
sure on  secretion  of  m-ine,  352 
Empyema,  233 

Emulsifying  of  fats,  193,  205,  216 
Energy,  conservation  of.   See  Conseb- 

vaxion  of  energy 

 ,  kinetic.  .  See  Kinetic  energy 

 ,  potential.  See  Potential  energy 

 of  the  senses,  12 

Engblmann,  Th.,  on  arcellsB,  8 

 ,  on  occurrence  of  chlorophyll  in 

infusoria,  45-46 
Entz,  Geza,  on  chlorophyll-granules,  45 
Epithelial  cells  of  intestine  and 

glands,  3,  5,  108,  164, 174,  194,  216 
  of    intestine,  reconversion  of 

peptones  into  proteid  in,  232 
Epithelium  of  kidneys,  its  function, 

349-351 

Equilibrium,  nitrogenous,  65,  79,  225, 
404 

Eblenmeteb,  E.,  isomeric  lactic  acids, 
346n. 

Erman,  intestinal  respiration  in  fishes, 
304 

Erucic  acid,  407-408 

Ethylbenzol,  280 

Ethylene  alcohol  (glycol),  86 
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KiHYuajE  LACTIC  ACID  (hjdraorylic 

acid),  34571. 
Ethylene  oxide,  87 

EtHYLIDENE  LACTIC  ACTDS,  345W. 
EtHYLSULPHUEIC  ACID,  278 

Etzingeh,  on  digestion  of  cartilage 

and  bone,  66 
Evaporation  from  skin,  113 
Evolution,  salt  in  animals  explained 

by,  132-135 
Ewald,  C,  synthesis  of  fatty  acids 

with  glycerine  in  the  body,  405 
Extract  of  meat,  value  as  food,  147- 

 ,  inorganic  salts  in,  149 


E^CES,  hsematin  in,  93,  215 

 ,  colouring  matter  of,  358 

Palk,  action  of  gastric  jnice  and  HCI 

on  pathogenic  organisms,  169 
Fano,  fate  of  peptone,  227 
Fat,  its  selection  by  epithelial  ceUs, 

3-5 

— —  of  the  tissues,  its  origin  from  the 
fats  of  food,  401-408 

■  ■  from  proteids,  408-412 

-  from  carbohydrates,  412-414 

Eats  as  food,  49,  68-85 

■  as  sources  of  heat,  71 

 -,  amount  in  food,  74-76 

 ,  amount  required,  85 

 allied  to  lecithins,  88 

— action  of  pancreatic  juice  on, 

•  ,  their  composition,  192 

,  emulsifying  of,  193,  205,  216 
— ,^  action  of  intestinal  juice  on, 

 ,  action  of  bile  on,  215 

—  ttie^  source  Of  muscular  energy, 

~Toi-S)T  °^  °* 

 digested  by  diabetics,  420 

Fatty  acids,  88 

——.  action  of  alkaline  salts  on,  193- 

 -.whether  concerned  in  formation 

of  tissue  fat,  404-408 
— ^  their  synthesis  with  glycerin, 


Patty  acids,  their  effect  upon  nitro- 

genous  metabolism,  404,  406 
Fatty  degeneration,  143,  408 
Feathers,  silicic  acid  in  ash  of,  26 

 ,  keratin  in,  66 

Fechner,  proportion  of  sensations  to 

intensity  of  stimulus,  42w. 
Peder,  ammonia  in  urine,  323 
Feieutag,  H.,  coagulation  of  the  blood. 

238  ' 
Fermentation,  putrid,  156-158 

 ,  alcoholic,  185-186,  398-399 

 ,  lactic  and  butyric,  170,  186 

304-306,398-399    •'     '       '  • 
,  invariably  accompanied  by  hy- 
dration, 185-186 

 ,  marsh-gas,  297,  305 

Fermentations  in  the  intestine,  304- 
306 

Fermentative  action,  definition  of. 

Ferments,  179-189 

 ,  salivary,  153-154 

 ,  pepsin,  155,  166,  188 

■  ,  rennet,  155m. 

 ,  pancreatic,  156,  189-198 

— —,  Hberation  of  acids  by  action  of, 
Ibo 

•  ,  yeast-cells,  182 

,  organized  and  unorganized,  185 
■,  isolation  of,  186-187 

 ,  effect  of  heat  on,  187-188 

 ,  diastatic,  188 

Ferric  oxide,  forming  strata,  18 
,  as  oxygen-carrier,  23-24,  276 

 ,  colloid  form,  51 

 ,  crystalline  form,  53 

Ferrous  oxide,  oxygen  fixed  by,  18 
-  ,  iron  as,  on  surface  of  globe.  23 
Fibrin,  234,  237^.,  240 

,  heat-equivalent  of,  70 

,  production  of  peptone  from,  198 

 ,  amount  in  blood,  247-249 

FiLEHNE,  on  action  of  theobromine,  147 
Fischer,  E.,  on  caffeine,  145 

,  constitution  of  uric  acid,  334 

 ,  xanthin,  etc.,  347»i. 

Fistula,  biliary,  207?j. 

- — ,  composition  of  bile  from,  212 

Flayard,  sulphur  compounds  in  the 

urine,  362 
Fleischer,  elimination  of  uric  acid  in 

leuchsemia,  340 
Fleischl,  E.,  bilo-acids,  where  formed, 

FlUgge,  C,  analyses  of  blood  in  portal 

and  hepatic  veins,  372 
Fluids  of  pleural  and  pericardial  cavi. 

ties,  how  ooagulable,  240 
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Fluorine,  circnlation  of,  27 
Fluorspar,  27 
FcETUs.    See  Embryo. 
Food,  47-152 

.  ,  potential  energy  of,  41,  113 

■  ,  composition  of,  74-76 

 ,  iron  in,  103 

.  free  from  ash,  experiments  with, 

114-117  . 
,  ^  liow  preserved  m  alimentary- 
canal,  156 

 ,  action  of  saliva  on,  1.06  ^ 

,         .  gastric  juice  on,  15o 

 \  itomacii  on,  167-169,  176 

 '   pancreatic  jnice  on,  178, 


190-198 

 J  intestinal  ]uice  on,  I0i> 

— ,  on,  215 

 absorption  of,  3,  4,  176,  177, 


218-233 

 ,  nitrogenous,  relation  of  lenco 

cytes  to  its  absorption,  231 
FooD-STUiTS,  definition  of,  47-48 

 ,  classification  of,  49 

 ,  organic,  50-105 

 ,  inorganic,  106-135 

  heat-eqnivalents  of,  69 


the  paths  they  take  during  ab- 


•     sorption,  218-233  „ 
  their  oxidation  m  the  body,  <ib/- 

283  .  , 
  respiratory  quotient  m  combus- 
tion of,  294-297 

 ,  muscular  energy,  whether  due 

to  decomposition  without  oxidation 
of,  393-399 
Force,  vital,  1,  3  . 

 the  cause  of  motion,  ^9 

Formate  of  lime,  decomposition  ot, 

183-184  ,  ^.  , 

Form-elements,  their  relation  to  co- 
agulation, 240n.         ,  ,       ,.  n 
Formic  acid,  decomposed  by  action  ot 

iridium,  etc.,  184 
FoRMUL-H  of  proteids,  60,  SM 
FORSTBR,  J.,  experiments  on  animals 
with  food  free  from  ash,  114 

.         proteid  metabolism,  22b 

.         proteids  in  the  urine,  350 

Frank,  action  of  gastric  P^^e  and 

HCl  on  pathogenic  organisms,  169 
FRANKEL,  greater  -apid'ty P-o^-^ 
decomposition  in  dogs,  with  dimm- 
ished  supply  of  oxygen,  ISon. 

 ,  effect  of  rarefied  air,  200 

Frankland,  on  ieat-eqmvalents  69 
FREDBRicci,  LEON,  coppor  m  blood  of 

certain  cephalopods,  etc., 
 ,  salivary  glands  of  octopus,  160 


Frederick,  Leon,  absence  of  pancreatic 
ferment  in  intestinal  parasites,  178 

 ,  coagulation  of  the  blood,  238 

Frerichs,  diabetes,  417 

Frey,  M.  von,  emulsifying  action  of 
alkalies,  193 

 ,  gases  in  blood  from  muscle, 

391  , 
 ,  lactic  acid  in  tetanized  muscle, 

Friedel,  C,  on  compounds  of  silicon, 

26  .  . 

Feiedlander,  carbonic  acid  poisonmg, 

294 

Frog,  oxidation  in  tissues  of,  266 
FuBiNi,  cutaneous  respiration,  298 
Fungi,  metabolism  of,  44 
 ,  action  of,  on  optically  inactive 

lactic  acid,  426 
FUNKE,  0.,  perspiration,  303 
FijRBRiNGER,  P.,  oxalic  acid  in  the 

urine,  368 


G 


Gaglio,  G.,  carbonic  oxide,  276 

.  ^  oxalic  acid  in  the  urine,  dby, 

36971*. 

 ,  lactic  acid  in  tetanized  muscle, 

397 

Gahtgens,  C,  poisoning  with  arsenic 
and  antimony,  409  , .  ,  , 

proteid  metabolism  in  diabetes, 


424  ,   ,  ., 

Gall-bladder,  composition  of  bile 

from,  212 

Gall-stones,  210 

Garrod,  uric  acid  in  gout,  333 

Gases  of  the  blood  (see  Oxygen,  Car- 
bonic acid),  251-303 

  in  the  alimentary  canal,  rfUo- 

309  .  , 

Gases,  interchange  of,  in  muscular 

work,  389-391 
 ^   ,   efiect   of  phosphorus- 
poisoning  on,  408-409 
Gas-pump,  254)i..  • 
Gastric  affections,  rice  as  a>et  in,  id^ 
Gastric  glands,  function  of,  15b 

 ,  formation  of  hydrochloric  acid 

in,  160-167 
Gastric  juice,  155-171 

 ,  iron  in,  97  ^an 

 ,  its  antiseptic  action,  15b-ibU, 

169 

 ,  variations  in  reactions  of,  166 

 ,  artificial,  action  of,  187-l»o 
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Gastric  mucous  membrane,  alkaline 
reaction  of,  160 

•  ,  softening  of,  172-175 

Gastric  ulcer,  175 

Gastbo-enteritis,  after  poisoning  with 

potassium  salts,  150 
Gaule,  J.,  union  of  sodium  and  CO, 

in  the  blood,  287 
Gautier,  a.,  synthesis  of  xanthin, 

348 

Gavarret,  on  source  of  animal  heat, 
38 

Geddes,  on  animals  containing  chloro- 

phyll,  4Sn. 
Geese,  effect  of  extirpation  of  liver 

on  urine  of,  342-347 
Gelatin  op  cartilage  (chondrin),  62 

63,  63w.  ' 

•  ■,  heat-equivalent  of,  70 

Gelatins,  61-65 

 ,  amount  in  bouillon,  147-148 

■  ,  action  of  gastric  juice  on,  155 

Gelatin- YIELDING  substances,  61-66 
as  sources  of  kinetic  eneroTr 

48 

Geppert,  gas-analysis,  254 

 ,  effect  of  rarefied  air,  260 

Giacosa,  oxidation  of  aromatic  com- 

pounds  in  the  body,  279 
Glands,  activity  of,  how  explicable, 

o,  108 

 ,  epithelial  cells  of,  5,  108,  164, 

174  ' 

 ,  salivary,  153-154 

- — ,  gastric,  156,  160,  164-167 

(JLOBULIN  (crystalline),  52-60 

— — ,  magnesia  compounds  of,  54,  56- 
58 

■      ,  sodium  compound  of,  55 

 from  pumpkin-seeds,  56 

 ,  heat-equivalent  of,  70 

Globulins,  dissolved  by  common  salt, 

 in  serum,  250-252 

 ■  in  muscle,  252 

 in  ovary,  252 

 i"  seeds  and  bulbs,  53,  62,  252 

252  '  "^^^  animal  economy. 
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blood,  238 
Gout,  uric  acid  in,  331,  333 

 ,  treatment  of,  335-336 
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Sayem!  G.,  coagulation  of  the  blood, 
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 of  sugar,  and  its  products  of  de- 
composition, 399 
Heidenhain,  E.,  salivary  glands,  153 

 ,  amount  of  HCl  in  gastric  juice, 
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ferment,  189 

,  isolation  of  pancreatic  ferment, 
190 

 ,  hsemoglobin,  250 

 ,  oxyhsemoglobin,  257 

Hundeshagen,  on  lecithin,  86 
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Jafi'E,  elimination  of  nitrogen  as  uric 
acid  in  bird's  urine,  341 

 ,  urobilin,  358 

 ,  indoxyl  in  urine,  360 
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Iron,  circulation  of,  23 

'  in  haemoglobin,  24,  58,  92 

 in  liver,  382 
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 as  a  remedy  in  chlorosis,  93, 103 

 ,  absorption  of  inorganic  prepa- 
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in  dogs,  167 
Kant,  on  vital  force,  1 
Kast,  E.,  conjugated,  sulphuric  acids 
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96 

 ,  action  of  theobromine,  147 

 ,  action  of  creatin,  152 

Koch,  K.,  effect  of  heat  on  spores  of 
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KoHLER,  A.,  transfusion  of  blood,  240 

KoLBE,  taurin,  209 

— constitution  of  nric  acid,  334 

KoNiG,  on  chemistry  of  food,  73 

KossEL,  on  nucleins,  89n. 

 ,  glycuronic  acid,  282 
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 )  glycogen,  382,  385 
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Lactic  acid  in  urine,  344-346,  367-368 
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 ,  their  relation  to  coagulation, 

237-239 
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tion of,  294-296 

 ,  relation  to  conjugated  sulphuric 

acids,  360,  362-363,  366 
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8-9 

Psychical  processes,  their  relation 
to  conservation  of  energy,  38,  41- 
43 

Psychological  explanation  of  vital 
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 of  pyloric  secretion,  166 
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ScHiFF,  glycogen  in  hibernating  mam- 
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121 
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spiratory disturbances,  339 

Sensation,  form  of  motion,  2 

— ' — ,  cause  of,  38,  41 

Sense,  internal,  not  a  form  of  motion, 
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